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(54) NF-KAPPA B ACTIVATION INHIBITOR 
(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
inhibitor having an NF- K B activation inhibitory 
activity and useful as a treating agent of an 
inflammatory disease, an autoimmune disease, a virus 
disease, a cancer, etc., by containing a specific 
indolocarbazole derivative. 

SOLUTION: This NF- K B activation inihibitor 
contains a compound of formula I [R1 and R2 are 
each NHS02R3, NHC(=S)NR4R5, NHC(=0)NR6R7, 

NHC(= X)R8 or NHC(=X’)OR9, or one of R1 and R2 is 
CO(CH2)jR10 or the like, and another one expresses 
H, a lower alkyl, a halogen, formyl, nitro or the like). 

The compound of formula I is obtained by reacting a 
compound of formula II (Y is H or a protecting group) 
with a carboxylic acid activated ester obtained from 
R3S02CI, etc., in the presence of a base in a solvent 
such as methylene chloride, etc. 
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£B. SfiSI, -O-M-XimB. 

-aa^(i) 

Iftl] 




[iW. R'fcvfcUWiiPJ— S/diSkor-W^R'. -N 
HC(=S)NR*R\ -NHG(=0)NR‘R 7 . -NHC(=X)R* J /c»S-hHC(= 
X’Xtf^STTAv R’fcJrG^R'©— ##-GO(CH, )i R’ * . -C 



H(OH)(OU„R l \ -(CH,).CH(CQ,R 1, ) 1 . -CH, a), R” . - 
(CH,).R”. -OfcCH(CHi)rR'‘. -CH=C(C(\ R' 1 )« . -C=C 
(CH, ), R J 1 $ /cW-CH, CIR 1 ‘ b . R 1 fc JcO'R 7 <0flk 

ffilRTA'.+A'. /'Oy>. sM/SJk — (-P. -N 
R 1 ' R J ' . -CH(SR*‘ ), , -CH, R* \ -(D(CH ), R' * . -CH(QH) 
(CH,).R'\ -(CH,).CHR*‘CQ I R ,J . -(CH<).R‘ 4 . -Qt=CH 
(CH, ). R‘ ’ . -CH=C(CU R"),ffcH-Cs C(CHi )» R* ’ 

nz&zuMmt bxsmtZHF-K b 
r5£<tMW£lltt-rs. 
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( 2 ) 



(IS**?? l ) HK« ( 1 ) 
[ft 1 1 




{Sttb R'fciWfJISl— SfcWS&o'C-NHSQ.R’ 
tp. R‘ i> b < ttlfgt SOT &W:' gfetKIJ 

nmsMT •)~)i . ; sftVC < r mm&<D^7-o7 y - 

IC(=S)NR*R’ (3t4b R'fcJcCWfila ]— itcltgft ->X 

to. &fei,b< a#ilWT ') - 20 
to. g£f>b< tt^Wfe©^f-a'r'';-jw;'-afftfct< 
T7M;« fc{ia^ i> b < « #ig&©^ T 
a7>) -to7tototoZmtfi\ R' tR'Ifi-lfilcte-y-cn 
^Tt-as/vr^sniS^cgssI.RT) . -mic(= 
o)NR*R' [7:4b if fa i W? W0 - * fc iig t r * 
rn. Bftr***.- SKsf>L<«#E»o{S}ftr;U3+ 

< »»aift«or ')->v (fe/ci/#gteo7 x~>izm 

<) . g|£f>b 

< tUf ft or v a >* to& /cwgtftf) b < so 

fori)- Jl^T Jl<£r^f A‘ ( fc/i b . R 6 fa J: OR 
'tt. 0B$(CfcMcJR£B3&I.O . 

r‘ ±r? &-% ictC'>-cmmm+£u$ 
^vffmstxiwams^mt] . -nhcc=x)r' [tc*. 

*io* tdi&mb. R’WStSfc b < tt#Sft<07 jM=- 
JU (/c/db)U.Wi^lHS«<7>{a«T;l'+^4f*< ) . 

imiM>eM:rfi’4rs.A, % m^bb<mm\m7<)- 
to. ®&[>b<(i#gte0^7P7y--.fc. glfff>b< 
ttIMBttOT****. t> b < r a 7 40 

')-tof to* tot fcBBJft ib< »#Bfc©7 <J-JlT 
H'rz.hfrgit] [2C4b x4io£ 

fc»S4H b. tfUS&6L<tt$Bn©rJl'** </c 
fc‘bx-=0©t^#ai5O(3S«TiM^Jl'?:^< ) . a&o 
b < it^aaot^TJi'^^s^ytaK bb< 
fe07Jto*to£m?] Zfitfr. R'isXtftfO)— W)' 
-co(ch),k’° (Stfi. i«i^6©S$&Rb > r 1, (J^cj 
y>. m<‘*r“ (5W. K"fcJ:cfi? ! tt0-*fc«Sft 
ot^. Stebb < l*#S8M>|IHft7il'+Jk Sfefc 
b<tt#attor'J-^. b < bt#Sls<D-N7-o so 
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7') -to. gfoi>b<iti$&lkC'j7 7to*to. f5lfi7 to 
*totito/<* 4 tot fc«ffi{ft7rto + ist) toX-)\ ,*£ 
t *'. R" i R‘ ' Ifi-toVLt* n TUZM+Zit 
SftittBB#***) . Nj . SR 1 1 f*#. if'tt* 

£-. giH[>b<«iifsn?wifefS7^+JU. sjft6t<i* 

#sis©7 y - >u. si!?{> b < ii#aiiw)^'f o 7 y - 

JU. gfc[>b<tt#EI£©77Jl'*Jl/. *7/') -tot 
/c^CH^a^R” (7:4b ktJl-^COfSSte&b. R**W 
.*£: £ fcttlfilft 7 n> * ft-f) tST) S/clJOR 

** f5S4b Rf'IttkS. SR&fa<»#Bfe<!>ffia7Jl' 
+ ^S/cWCDR ,s (7:4b R‘‘(3:*&. f&R7to*to. m. 

&*>b < itimfe(D7 y b < 

0^fO7 y-^*ST) «rST i t&f) . -CH(ao 
(ai,).R" (SC«fi. mt;tr~6<DSIft£ab. R‘’tt^«r 
5?T AiBalER 1 ’ <fc lalU V&>2> ) . -(CH )„CH(C0i R 1 * ) 

, (*«. nttOr-S©Sft«rllb': R f «****£»«» ' 
7J0=r-^-5rS-r) . -CUCaR" (SC4>. R^li^Si/c 
ii(S»ft7;M--J0^:ltT) . -(a^|).R' ,, ^2^-6 

OlSlKl-Sb. R' , »J/'nir>. caR 1 * (^4*. R“li/k 
*. (S«7JU+^SA;«ia:fSf> b < tt#!!te<97 y-;b 
€-^r) . ^.febb< H*B«07';-Jk ,^tb< 
BlPSlSO^f'tiT'/-*. OR 4 ' (^4>. R^Si/k^. 
-1WU ; (S»7JW+;l/tfc«fflfefe b< JJlRttftOT 
y-^«r*f) . SR‘ J (^t}J. R 1 1 (imldR 1 ’ 

-i.) . NR-’R" (^cf 3 . R-' 4 fa\fcVR“WfiiraR"faJ:CKR 
"ilSlSe-C*^) * /ct.tN, ~mr 1 . -CH=CH(CHi ) r r 1 * 
[^«P. r(.t0-4(OSI|!(4:?<b. R^WtMS. fiSS7JU+ 
to. cdR" <^4>. R-' , (.tmS2R ,, iIsiSt : *^);. Sift 

h b < W#gfft<7>7 y -JU. Stefc b < 

OT'J-A. OR” (SC4J. R‘ 5 i.tfiiJS[!R”iig^r*-0). 
S /cUNR 1 ’ R* * (3*ttb R-' ’ fai: O'R 1 8 (vtiW.^R 1 'WOT 

”i|51H-C*-6) «:ST] . -ch=c(cq, R 4 1 ), CK4 1 . R 
1 1 l.tfiJSR' ' <t |HlHt? 5 ) . -c=ccau,R" (SC4 3 . s 
5.tO-4<DS|!!*ab. R* 1 WBii.iOR“4|5lilr*2.) ttc 
»,t -CH. or 1 * <SM>. R J '(.tSlft(SIS7 totototmt) Z 
mb. R'isJi T JR‘(r>i&fii)i?km. (Si87;l-+^. 3 'oy 
>. twl- ; to. ^ I- a. -nk 1 1 r 1 * (^4». 
fcl*ft4fi7R'4*£?tb. R Ji iJ.^. fS«7^+^. 
7isto. tltot^Ato. ®j&7 to^toiltort*:! toittc 
BBifti* b < 'J^SlROT >)-toijtoJi-t 4 totm 

T) . -CH(SR J ‘ ), (ik4'_ R ,s iJ(gffi7JL'+^?:^1^ 

2 OCR 1 ‘ *«— t % o X. (CH ), t fiilt (c>t )j zm 
t) . -CUR 1 ' (SMb R J 'B0R J * f.^4 3 ; R"Bhyfi 
®7to*to>')to (Is I- ') (SfS7 to$ to<Dir)<D{&.tSh.7 
ji«0-r o r i <ti' ) ^.^i *'fiieR‘ ’ t 

isinr-* 5 j * /£« s k* 1 ( «• n . r* 5 bbUIsr 1 1 1 piu-c 

cfjo) i-SI J . -C0(CH ), R‘ • (JC«|4. ttil~60SK 

tomb. K'°(SflUldK ,, <bl^^'C*5) . -CH((JH)(Ot) 4 R 
*• (sc«. dti^&Dmtemb. 

V$>i) . -(CH ) ).CHR ,, C0.R ,J (j$fp. vtto-sona 
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R"fcJ: C/'R* 1 WiwIdR' *fcJ:0'R , ’4 Ifilltr* 
o? . -(CH,).R‘* IRQ. iv5i2'-GOggt££L. R"li 
051dR' , 4PI&r4>£) . -CH--CH(CHi ). R* ‘ (5W 3 . x30 
-4 (D&tUZUL. R‘’l*H?IdR'‘4|s]H?*o> . -OUC 

(CO, R“ ), (s^. R*‘(JmidR ,, i|sl^r^>4 ) 
CSC(CH).R" (Stt. v«0-4©£S!i££b. R*'tttw 
fdR“4|ff]f£C-£>4>) £&t) V£$ hi -OVO fill 

m.9r 4 U gfTf SNF-k &m ftFflSM. 

[I^3H2] -Ktt(la) 10 

(ft 2 1 




[ R‘ * -to- J: O'R* * (i(5l-J tcltgtj: •> r -M SOi R 

1 (5$4>. R’(JB5ia4|^ll’C*4,) . -NIC(=SjNR‘ R’ 

<P. R*-tocfcC'''R , »J'E-n€tlfitilEil5lJgr-*^) . -MIC(= 

0)NR* R' (j£4>. R* fc JiCfR' }*£ft^nifr,!e4|5JiST'A 
Z) , -NHC(=X)R’ (^Xt 3 . XiiJrO'R’ 

|S)S"C£>*) S/d.t-NHCC^'JOR* (S# 3 . X'4dJ:£>'R’l.t 

■*:%?] v 2 t$hz-(>F 

a tn\,n 7- ibiS®]* £ /'d.t-40.^gffKcs'f S3 tiZ 
3S. 30 

[iS^3] R* * fc J: CfR 1 * A < -NHC (=0)R* (S#. R’tS 
m464|5]||r*^) i/d.t-NHC^oR 5 (SCtfj. r’ win 
fct&l&xahZ) ■c$>Zimm2gim<n -< > vutni>* 
v- juram* s ic\tz s n z is. 

[is*i£4 ] ss^.m2^o-<y^ati>v^'/-)vm 
mti fc!«OSlfi(cSS3 hZl&£$fi? Sg^. 
[IS*J35] iti#m2tmo-( 

SGtZ NF-/C urSttftPfll 31 

40 

(000 1 J 

[RtwmzmiM n wmit. NF-KBfSttftn# 

z f > i-' a 

&]£&&£. S-Obx 

^ifo&iisijccBgi-s. 

[ 0 0 0 2 J 

[ ££.*©£ ffi ] -j-NF- K ui t. 7 D '/ •; > « §A 

it£^x>/Olf -tcM£ L 'CliW^rS14[tToBjffl 
I^SWKrtHT^ brsm3h/c. nF-kB^OT 
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-f hf7-f> [ i >X-r3-t>(IL)-L fiflS^^ag^CTN 
o-a. TNr-/3. IL-6. IL-S. IL-2^1 ©Ijgg^JlEliate 
{ E--0U?7>(selectin). KAM-l. VCAM-l] © 
:£ig£rg^&£*8£*A: or C 4 J!)3qfl bfricrj: 0 

T(.*-2> [7-j.TJl/ • lx'}'*- • *7 • 4 5 ayoy- 
(Annu. Rev. Immunol .12: 141, 1994)] „ £ tc. NF-jcB 

[J. -cfi S#diNF-« Bej>f».5jsX^?r^lisfia-r4) C 4 A> 
6. 4 

?xOn-Od») [tl/t»7- • 7>K • t'117- • J< 
^•4-0^- (Mol .Cell. Biol. 11: 259, 3991)] . NF-k 
B© i$tl{t£Wi6ir4>C 4 1C J: 0 
ft Z C 4 ft V $ Z 4 % x 6 *v T C » <b . 

[0 00 3] 3 6<C. nf-«MJ. li^'Wil'XOlg 
. t#tc X4X04 r 

l‘-SC4Aif8^3fi-Cfc'D. h 

4brt?je3tlT(,^ [SFRfeg25: 1431, 199 
3)] , S/c. NF-KBOt8fiS)7-F-li, Sin0S<0)lSja£ : j : - 
•CASC4*i^< > ^{CB')>^--7<Dt8®a:NF-KB{C 
J:-7rjxiitr(,>*C4^io [tl/+a7- • 7>H • 
-bJB-7- • '<4 4 py-(f*>l. Cell. Biol. 14: 7967^ 
1994)] . NF-ycB<Offl^J(J. -3iK7>BlfaJ«C0?&«.S4 
brf)«Sf#3fvCl,>-S. 3‘o(C. ««9®(CMbo'Cl‘ 

■5 c-myc <© y a -(Cliff -xl^J -f h&2 'r 
L . NF - K B»c J: -3 r §:t-f rt > 4. C 4 W?a<i fi 
[5-'4’ _ '7 jU • 4" 7 • 4 5 a X O i7 — ( j . Ininuno 
1.157: Si, 1996)] . £tc. NF-K80fMn£^t'*6Re 
1A (pG5)07>7-fe>XnNAtCj: 0®lfSaOig5i^]lp$)| 
r^SC 4t-». StfflBSF^lC Rel AO 7> 7 -fe > X RK\^^ 
1931iSC4CC4:0X-Kv^x -CO&*i»a<Df3M £ (ip 
*flt , $sc4*i«S3nrfc*) (7'ox-f^yx • 

4"7 • If • 3 73b •77f : 5--:|'7 - 74i>x 

(Proc. Natl. Acad. Sci. 90: 9901, 1993)] . NF-kB 
PflSPWtitinlSS'KC t> iSfflt 1 # b tW& V $ 6. 

[0004 ] W8SASNF-/C B£i£tt[t-rS««£SWS 
4. £<O»/jS«08art{c£t5O. tsm<7>%& 0>fiS(L£ 

^ I ^ SC b . J: 9 FI# 7 

7a x 7 |>r*4l/cB. ^'Sl'lJploS'^pioOdi'J^fiSIt 

ti, ZO&. Cfie>(D77axv l-a7a r7 7-A 
SttSNF-A:B2S[$^4b1i;t'i„ CO 
2SWJ. ^ic^iur. KB7f 
iSttlW-*). 

[0005] RelA&O&WiffiltftZWTZNF-K: B7 7 
XX v -e©2Ha')>fiS[tic<to-cK¥rg 

fHt^K®3fi4.ta^^*^C4A^5firoS [i; 
-t-7lb • 4*7 • • 7 2 X !• ')-(). Bi 

ol. Chem. 270: 15576, 1995)] . NF-/C BOjSttfttCM 
0 >itftSI^£Ffl#1o^ia. 0E5Eg^.S 
is®S. [n^ -Obx^]fc < t(fOtffi?J 

# ±#ttx-)r-7h-7 




(4) 



I 



S 

tffbi'. :£IMl$s£2iE. HN'. «SfifttlUKGI 

ED &. iSliitt*l!§&. iSttttttttim. 

%.. -S;ff;t±raep]iH. Jifi®. 77n- AKftffi. w.-X 
U»jE^§?. &($. 7 F fc-]±f£lg&. C.&. 7^^ 
Jt«J7biF4-. SPfflSik x> 

F h ?>>!sa v 9. HjOTliE. 

1*8. KS«tt<Cfc 5106136. EffB$. £8**11. 
;§.1±Jif&. Isflj'fSttBfWS. rjun-juftBfiSj. *j y 
iFXflfifc. $m. Bf®£. -C'EttiftK* r ? x 

fit-. < bOTFiUini. PI£5*'£?2(restenosis). 

(5363)2. SiftS. -77 hXt'n^YJFXilliifriSj. 1*Y h 
xtfa^YiFXttiiajiifie. 7f^-)-/Mft®g. 7 7 
s’> -(ji'Z.if.y-jm. tts ’)!) xy 
X. faifmzft'itfimg.. £#e 

tt'&P-M. U>*;H»TV>X if. eiffl»a)®^©r&® 
cciiori^i^xens (i»$es^7-29is6o) , 

( 0 0 0 6 ] K-2 52 att . TI2t8 jS^X 3 ft -5 Y > F O 
* Jb / < </- W7 ^ (t^-®) X * * [ ^BaB360-4l4 

39 (US4555402) j . 20 

(0007 J 
(ffc3 J 




(0008 ] K-252al.t. $fflJajtntj<DI0fi3lCi;l,‘r^-i:'W 
KgUSrlS-j X t » S7 P 7 7 >7 7 - fc'C £® < Pfl#b . 
¥rtwjiRfa|fpji| [v + z-ix-x' • + ■ tS ■ y 

7 JFvn D i7— (Jpn. 3. Pharmacol. 43(suppl.): 284.,- 
1937)] . -fed [AY4722MF • 

'4 7 +7 -f 57*31/ • 0-7—7 • P $ iX^r — >3 >X(B 
iochcm. Biophys. Res. Commun. 144: 35, 1937)] . £|i 

x>X( 3 . NeurosciencoS: 715, 1983)] . tX$2> 
jffistfWIf'Fffl (7 uy 4 — (Allcrqv'43: 100, 19SS)] . 
^Pi&35MLa<fflS(Ttffl ■ Jr? ■ z< Ytav* 

)l ■ 7SX|-</-(J. Bio. 0i<3n. 263 : 6215, 193S)] , 
Ci8SEfl=ffl[7 i> ) ■ y < i/j u i>t) - J'Sfi >) * (Acta 
Physiol. Hunq.30 : 423, 1992)]. fP&ftiStt 

l *s -h — 7 JV • 4 '/ • x jj. — u *r • X I* ') — ( J . Neuroc 
hanistry64: 1502, 1995)] gft&iOiH&ZftTZC 
itfttSSirco*. itc. 

[’sir- fll • +7 • TS •) id's • 7 2 till- • 7t-(l 50 
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7W-(J. Am. Own. Soc.U7: 10413, 1995)1 , 
(0009) -H. K-252a^S?;,fi{.]:«:Riar. 7*0 7 7 
S\t— fe*CHifr«tt. tx*5>jSBiq®«rStt (tti: 

*3-26036) . JnML'gfiHi [(#£*7-11302 7 (US437777 
6). WDS3/07045 (OS49239S6)'#] . m']'l£19/jDff ffl (W0 
94/06799 (EP63039SA) ] . (^8362-120 

3S3) . 3 ') >m W4x a - a XlSgffijiffffl (*094/02 
4S3) . WiilSUfifejiaiim (W094/27982) . 

(£*** (*097/46565) . NF-a: B9 >8t(LSf^ffl-S : r£H 
(1#ra^3-31923S) ‘#£Wr£C£j)<*06*VC(,»&. 
(0010] 

NF- 

AcEfSftfWHSiStt^WO, ik&ms., 

B. ')-{> I'Xim*. ®?NF-KB*i|5g4l/ri><b^(£ 

(0 0 1 1 ] 

[%8£tf$T&/£ti>«>¥3] -85SC ( I ) 

(0012] 

( (b 4 ] 




(0013] (7:41, R' toJ : iftf tt(Sl-J fcttgfc-, X. 
-NHSQ.R 1 (35:4J. R J l.tg)Si,L< (.t#g«!<073l/*3k 
ft t L < 7 0 - 1U . gft *, b < 

^707 'J-lFS/cl.ta]ft4,a< «#a]ft<5)77lU+lU 
7.^-T) , -NHC(=5)NR'R’ (Stt>. R’iiJrEXR’I.tlal— * 

feast r»r?k3R. a($fci/< a#a)ft07;u7iu. a 
ft <> t < u^sfto(»RSK.7 aft b < 
aft©7 •) -ik aftb u < a^aft©^7D7 y - 

4-. aft oi< w^aft© 7 7 Ai'+ji-j fewaft bu< 

a^aftO-N 7 07 0 -jI-74'7 r’ i r * ifi 

-n tc t -7 T B*B-f 3 3 ii £ 

R1) , -NHCCXONK* R 7 R‘icJ3:<7R'a(5]— Jfe 

as«:-»T*s. aft7ii'+4. aft£t<a#aft0 

(54fi7iF 3fk gftb b < tii)4aft0ffiSl.Stt:747 

if. aft b b < u^afto / >j - ti ( fefe b ?paft 0 v 

*x.rt,&f£<) . aft4>b<(J#ai^0^7P7O- 

iF. aft b b < ti^afto 7 -> if +if j fetsai.^ b b < 

a^aft0^7U7 ') -iF73F+3F^STs)> (fefeb. 
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*A-d - h £ fcWStfti, 1/ < l.t#St£©7 ') -A- ? u a 
7*y*A-y- h£n9$33+*>J5!£4.t. ii^o-ioo'C 

V. l'*24H#faV(fto(l. R’R’fH. R 4 R' /d.tR’ OHi © 

iiSo~ioo‘Ct\ i-^72fl#R3if#3ti^. 30 

[0030 ) n&&2 

ft£1H < I ) (Cfcl>r. R‘*jJ:0'R’*S^4'or-NHS3 

, R 1 . -NHC(=S)NR’R s . -NHC(=0)NR‘ R' , -NHC(=X)R’ j£ A; 
I.t-NHC(=X*)0R’ (7^<£. X. X 1 , R’. R’. R\ R\ R* . R 

• <t or* tt-t ti *ti maa <t p«r* •& ) • csatzvi 
(I - 2) it. gJiiftl iEttO&f+Ttdf^fti. (t 
(I D OftH<D7 5 sm<D?*frm?i$t\tc.it£Vl 
(V I ) *£. nmi 4B«O^fltKft1'CiJcJ:0» 
oci^r^o. 

[003 1 ] 3 40 



1/181 2 0 0 0- l 09 4 7 9 

14 

(tsft ( I ) SCfct’T. R‘ 3d J; O’R 1 © — ^ A> -C0(CH, ) j R 
*\ -CH(CH)(CH, )„ R‘ ' . -(Ch, ), cm* 1 CQ R‘ ’. -(CH),R 
“ . -CH.CH(CH),R'‘. -CH.<(CQ, R 1 1 ), . -C=C(CH ), R 
"S/di-CKOR’* (7^. i. m. n. p. r. 5 . R‘\ 

R 1 '. R 1 *. R 1 ’. R". R 14 . R". R j; teJ:y'R* , (i-?-3l-e 
Dwldi(sI#r-*6) T£> 9 . KfeiWOitAi* 

&. (£)fl7A- + A-. An7>. »b. - In. -nr 

1 ‘ R J ’ . -CHCSR 1 4 )i . -CHR”. -COW ),R". -CH(CH) 
(CH, ). R* 1 . -(CH,).CHR"CQ 1 R 4) . -(CH,).R“. -CH=CH 
(CH) )«R 44 . -CH=c(ca r* 4 ), £ (c:-i-cs c(ch >, r’ ' (7: 
4>. t. u. v. w. x. v. R ; *. R : * . R-“. R”. R’*. 

R’ 1 . R‘ 1 . R*\ R“. n". R 4 ‘3sJ:W'«-e-n-e'hm 
2di|5iar-*-5) V$>Z,(k.£Vll ( I -3) It. W097/465 
65lC£$X<D?}ii&6t,'it-ttlCcmC-C m&t 6 C £A3-C 

[0032 ] R‘ SfctJR 1 _t 

IdlltJdHiC i> . £ ! m<D(t><Dl]& L mz.it 3 > -f ') ^ > 

->7 :j- -*'-•? ? - K-7>X7*-X-i/3 > X (Com 

prehens ive Organic Transformations). R. C. 7 O 7 
9 (Larock) (1939^) ] (Cj: it i>tf ') £ <t i> XT’ 
zz. ±sdm&mc*ii5m(nit&»$fcit<pMm& 
m. tsmt. mut 

i&ifi. MtB. ffi*. im. %&{t: &®?a-7h 

Cff-) £ 

tc. «R3(4«:*Jc*r(.t. Z>c±k< :x<OJgtc. 

[ 0 0.3 3 ] ( I ) 5C(.t. ^|5Igt4f4^7cW3t^ 

^tii4oj: mnmwmzUnzrt. ^ mu±xon 

( I ) Of£^Hi((5t/d. ‘ii*. 

r(u.tj:<. 6 n ^ mace a. iiso 

Jjmct . «) i33fc®««Cjg)K£ /C(£B9 0 . Hifg«7)65S 
/d.tlaS^t^)inb»2^iS3i+r^EfSg!73Tl.fJ:t*. 
[003 4 ] ttz. <t&to ( I > teJ:o'-eo?®s«ccjV 

do is i.t . ;K*sc ‘wsa mm t m\ im<nm v& 
&tzct C d 6 W im h K a £3 ft 

6. wmitsw ( i > <DMttmz.% 1 

[0035] 

[SI ] 




15 



( 9 ) 



Mia <n 



<tsmo. 



u na 2 o o o - i c o 4 7 o 




1 


NHSO2CH3 


2 


NHSO2CH2CH3 


3 


NHS 0 2 (CH 2 ) 2 CH 3 


4 


NHS 0 2 (CH 2 ) 3 CH 3 


5 


NHSCMCHstfTCHa 


6 


nhso 2 ch 2 cf 3 


7 


nhso 2 -hQ 


8 


NHSQ 2 CH2— 


9 


nhso 2 — ^^-ch 3 


10 


nhso 2 -<>f 


11 


nhso 2 — 


12 


NHS 02 — ^^-Br 



( 0036 ] 



[« 2 ] 




[ 0037 ] 



17 



wig (2) 



ffc£&No. 



13 

14 

15 

16 

17 

18 
19 



( 10 ) 

H 




NHS0 2 — ^3” 1 
OaN 

-b 

no 2 



NHSO 



nhso 2 - 




nhso 2 —{_^ 

O 



[«3J 



ttffl 2000-169479 

IS 




19 



#ia O) 



<t£«lNo. 



cm 



IVPil 2000-109479 

20 



H 




20 


nhcsnhch 3 


21 


nhcsnhch 2 ch 3 


22 


NHCSNH(CH 2 ) 2 CH 3 


23 


nh6snhch(ch 3 ) 2 


24 


NHCSNH(CH 2 ) 3 CH 3 


25 


NHCSNHCH 2 CH(CH 3 ) 2 


26 


NHCSNHC(CH 3 ) 3 


27 


NHCSNH(CH 2 ) 2 CH(CH 3 ) 2 


28 


NHCSNH— 


29 


NHGSNH(CH 2 ) 2 OH 


30 


NHCSNH(GH2) 2 N(CH 3 ) 2 



(003 8 



[*4] 




SS1S (4) 

{fc^No. 

31 

32 

33 

34 

35 

36 

37 

[ 0039 ] 



( 12 ) 





i 



(13) 



SIS (5) 



<k^No. 



I.vea 2000-1C947Q 




38 


NHCONH— Q 


39 


NHCONH(CH 2 ) 2 OH 


40 


,nhconhoch 3 


41 


NHCONH /n '^^ 


42 


NHCON(CH 3 ) 2 


43 


NHCON(CH 2 CH 3 ) 2 


44 


NHCO— 




/ — V 


45 


NHCO — p 



[0 04 0 3 



(K6 3 




25 



<M> 



XI S (6) 



<t£HHNo. 



1/P3 2 0 0 0- 1 0 9 47.9 
26 




h 3 c -v°/ 

R 



CO2CH3 



46 


NHCCr'' 5 ^ 


47 

48 


NHCO — <1 
NHCO — 


49 




50 


nhco— (^y 


51 


(P 4 ) 


52 


NHCOv^^l^ 


53 


NHCO /V ~''^^ 


54 


NHCO^ 5 ^^^ 


55 


jO 

NHCO'' 


56 


NHCO^'O'^^j 



[004 1] 



l«7} 







#1* (7) 
ffc^fcNo. 


(15) 1' 

H 

C02CH 3 


57 


NHCO — 


58 


NHCO^^ 


59 


NH00-O 


60 


h 3 c 

NH0O-O 


61 


NHCO— ^^“CH 3 


62 


NHCO — — (CH2) 3 CH 3 


63 


NHCO-^ 



28 



[ 0042 ] 



E-S58 ) 




( 1 - 3 ) 



29 



1/133 2 0 0 0 - 1 094 7 9 
30 



H 



( 8 ) 



fcS&No. R 



64 


Br 

NHCO-^> 


65 


NHCO— 


66 


° 2 n 

nhco-Q 


67 


N°2 

n hcc mQ 


68 


NHCO— ^^-NOa 


69 


h 3 c O~” 

mco—^y 




[004 3 ] 



30 [R9] 




( 17 ) 



31 



(3) 



{fc£1*JNo. 



Vim 000-169473 
32 



H 




70 


OCHj 

nhco-Q> 


71 


NHCO— ^^“ CH 2 CH 3 


72 


NHCO-^} 


73 


^hcohQn 


74 


NHCO — ^Jj 


75 


NHCO{CH 2 ) 6 CH 3 


76 


NHC0 2 '^ v ^ 


77 


NHCOs^l^j 



(0044 ] 



SS13HU9) 



* * (Hi 0 } 

H 




<t£«9No. R 1 



A 

B 

C 



ch 2 och 3 CH=CH— 

CH20CH20CH2CH3 CH20CH2OCH2CH3 
CH 2 0(CH2)20CH 3 CH 2 0(CH 2 )20CH 3 




( 18 ) 
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(004 5) xic. imm-x ') ? eicmmi: 

\mm i nt- k eoDNA}^ &?£ft ie*t-r •s.pa's^m 
f>b : s7 hint. FujitabOAii (Fuiitab. Genes & 

Dev. 6: 775-7S7, 1992) 4r#^lC b'CWFOJt ^(Ctf 9 
Ctft'VZ o. fc/cb. Cll!J— Nr-cfjfJ . C0Jii!C 
C/cb6&C\. ttbo. 3 x 10‘(S©3urkat*Hilia (t 
MlfflBa) £35 mn©r < 7 > *iC;£tiaLtc'&. KS*ft£ 
ItiOi/J K (OMSO) ig^fc&f&ISlliMlC 

t5J:^!C8SttR/‘C30»gjflfS. TOF-a£&i£l£lO nq/ 10 

ml t ft 5 J: 5 <c ififlo b r ? 6 tc 3ofr b r UtiSS * 0 tt 

b/c. ftlKKtt&bT. ft^*S2^>neattib'£& 
fflbrnttottfF&ff-?*:. $tc. iHF-aamtn&bR 
£bfc„ ®lxL/cJlllia€r. 50 nMtaft^- b ') -5 A (NaC 
1) . 10 irfJ EDTA. 2 nW EGTA. O.K7^f? h -P40. 10 
5^ 7 -fed -31/. 1.93 inq/mV''7v7>fi$A f- y *>A. lmM 
y x.-;u> 9 L .iux;i /7 * — -( K. o.i mq/mi 
aA'<7'?-ls. uwxf^lM h-Jl/ (0TT) 5r#t?2 
0 nM N-2-^W K Q4">'X^jEt'-N.7i7y_2-Xii>^;U 

(ICPES) liftin'? (pH 7.9) lOOuUCSiiSb. 4 20 

W 15»I81(R b <mftutc. C (OMffiMZ &SW\31 i&G 
IS ( b 5 -fill (ft) lit?) X'4 -C. 12000@$£t' 1057 
reiit-C'^f'FLfcfs. u-cm 

Pfc. 

[004 6) 10 nMDffift v is*y A- (MgCl, ) . 5 it*.) 

©DTT£gA,/c50 mM© F 'J ;U£S5 (Tris-HCl) 

(pH 8.0) ICt blFN-(3/U4r- 5< — ©NF-k 
£# tr* ') jy VVt-J- K 1 ) £]0 pmol. 

5.92 GRq/ml© [ r- 1 ' P] ATP£ 3q 1. T4# <J Z ? Is * ? 
h'lri--iz 10 units<£raSflni/'CS^6 ! J(C25wl<!;LAi. 3*30 
ilt* (s) = [ (cMso-SJuSFc9M«fSl« 



1VM2 00 0- 16 94 7 9 
34 

« 7 C. 45/?fo| •( b 3 > LAfS. 0.5 M EOTAfl 

U 1. 1 nW EDTA£o/bAil0 nti Fris-HClfSSiili (pH S. 
0) £7S»iiayilU/C. 1M Tns-HClH8li$ (pH 7.4) V 
£Sfn l-tcy *. y-nt yaox-ii/. & ^jui s b /ci§«? 
€:jeiIILr»b<lfl»Uc. c6IC. 2pq/p l©* ')dl 
/dC f 7 t )t'-7-/7'< -ftf ) (ft) till ! £ly l&ft) 
bfaftf!?. 50 000 fee S&Rl&fr yr’si L .b ’KJSlli 5} £ 1.’ 

y t r ? y y.c-w [v r >by> 7 >U *7 ? (ft) t± 
t?l Z'Wtotc.tJyJilCM’ttc, 10000*1. 3frfS)©ii.C> 
friilej: -> r I5KWI4RUS3 ti/c * >J rSy yv,*9 K «- » 

[0 0471 0.5 M NaCl. 10 (it.) DTT. 10 mM EDTA. 50S 
•J') -feci-tb. esso)7'a t7 X -/-)!/ 7' 

0.1 M Tris-4IClMfffrt5 (pll 7.5) -1'ln 1. 10 mq/ml'2v 
im;ST)b7'5 >^:0.3/il. 0.035 w q/ a 1<D- b^fo^-ON 
A?.- ipii95*cr- 5»fei flns<i(!tt?i!.s hfcttHttfeta s •; j 
( 100 fmol/(x 1) frill lig^-bTgJ^WtC 
io p i i b/ejg^jgK; j-jariRf^ b/ciM loauaejt^i? 
fr^flOL/T. mia-ClO^ral-Ot ^^-bb/c. c©ig 
^iffifr. b ') y*v>mmm<p-C4%r ’y ')>vr i f* 

a/v.7c5b Srft.il >)7 y ') >17 5 K ir'JHC J: ») SmMcSIl 
(160 V. i##FJl) left L/c, ytufriiiKic 

5R0 filf rfiiSb/Co bas-2000 

>UK-{ y-V'sy7fy AV- [M1K7D1A 
( ft ) FiSS ) riTt > . nf- k b t*')ziyyv77b 
&r^il»fr^b/c. S^RF©Ialilfj-©te9irgftf: 
ffll^b. iXSWcjrOll^frmaib/c. 

[0 04 8 ) 

[IK1 1 

- (it^as/iDjTco&siatt) ] 



/ [ (DMSoas/mWcOftWigfS) - (TNF-aWStoPO&ttrgtS) ] x 100 



[oo49) §. 5 <«£ [t swiom^m-k * 2 mem*. 

(0050) 

[-R 1 l 1 

» 2 * 



<t^No. (%) 



4 6 


7 3 


4 7 


9 5 


4 8 


S 4 


7 6 


9 8 


7 7 


7 4 


A 


8 7 


B 


9 7 


C 


10 5 



[0 05 1) NF-KB7'o^:-y-(fii?ff]/b'fe 



nf-k BOaftfrSS-riifli^frtJfsS-rSSfi^-C. WT 
©jrob'S^MfeftjisaftfrBJibfc. jfflflace^Ab 
fcy'yy 5 I” pIF-l uc©ft?<Ti?r WT p201 (Yat 
es, J. L.6. Nature. 313: S12-S15, 19S5) ©Narli) 

Y b ICcrial •) >/7— (r y A V~~ v a > b/c bOfrHlult 
40 Gal'CW®rb Aiffiift ( iF'S 57*04: — 

(Hvq) 

-T l V aW)JD'> yttbf ^tf) 

i . pluc2 (Tsuda, H. b. Eur. ' J .Haematol . 52: 73-7 
9, 1994) £H1uI<p Pare tfl Iff bfcfliftfry A Y-l'n 
'^L'Ch^y 3.y-~ J d\,X-y-'<.y y-pluc22friibX 
b/e, pAluc22ft. p1uc22©Xhol<pAsp718t)~^ |-0mUCS 
v40©4i | JAft)JI]>'yt3^ ; &WT^.^b1^* , ) yyyvtl 
I [Y25 (ffiyj§^2) . Y26(E.?lJ&^3 ) . Y27 (S3 
WS#4) . Y2S(ffi^J§#5) ] frffAT-SCileJ: 
50 r> X. i=/)S b tc. 




35 

[0052] p-55A2 (luiita, T., Nucleic .Acids Res. 
V: 3335-3346, 1939) ^ Sal I Hindu TT' C- / cttftK" 

k 30-^ 0 £ Uc i><0 4 . t h OS-7x 
n >-/3 -9 -0- 55A><5 +14[^»s ( Fuii Ca, 
T.<5. Cell, 41: 439-496, 1935) €r^Cf] 4. pAluc2 
Xhol 4 HindlllT' VJW U /dDilte: 7 -( *f— v a > t c 
pIF-luctiSBSt/c, C07-7XS K€rt h©tfflSa»293 
EBM4 (CLONTECHttli?) (CiSAffc. 0.3 mq/ml0Hyq£i£/j[] 

uriSS-r<5.c4tcj:^rHv(*tt«ilfla?:jH«U/c. hvq 

rettt^flSaW'f'A'^INF-a ( 10 nq/ml ) J; -» 'Ol'i-' 

7 (WTCKK.C4 

*40*.&) 1-jSlRbr. GKK.C4 

TNF-a (10 nq/ml) $l]iSCCj:-5-C^lliSB#067 

o(g©)I/^7 1 7 h/c. 

[0053] GKK.C4jnua£4<JffiOfc. nf-k o/iSfiOPB^ 



9 ) 1.VP3 200 0-169479 

36 

*h:j-Nv*o. conauictii-j^fn'n uitf/mi 

0CKK .C4[SHa©Sffi Hi 100 U 1 £ 10 is 7 x 7 - ffi tti&I 

'ifflo 1 --.. -7/ci.snnb. -%is# 0 /c„ cfitc. i mw 
lA.'K [t&lU©a&3gffi ££iftr loofaic i&fR i/fc&ofci 
OnliS/iOUc {£. 305rfu] ■{ > 

•t i '<— 1- 0 1, lOOnq'mlOTNF-a 1- 10 u 1 0 tc 

{$. 5<5(c^#raH’>1 : -i^- 1- b/c„ IS h 7 -( h >X-l 
00. l (*i 0 TT~rsA,/ciG 0 n*i'3 >852.»kS* ') ’’} /-iSrii'ci 
OOji ]£ 5 kM& % ) 1/ & *? ') >'>. 5 mM ATP. 0.067 nM t>- 
10 ;Uv7 x 0 >Sr£/v/c3 (rf.fi£S57 y* v-7 '.fgnJt300u 1 

zimtzct mnziUKtzttiians 

7x7- *'«&«:»«£ b/c. Jl/J/7/,7- 
!C5J. Autolumat L8953 (EC & GCertholdttf?) 
tc. se¥0^->7x7--fe'i^tili (RLU) X 

xx-j: vmgmzmnuc. 

[0054] 

[$ 2 ] 



J^(iJi(T0i:7CCOr[f OCttfVZZ. tctcb. C* 

1^8$: (%) = [ (a-isoSs.'JOSfo rli?) - ( (t ^ 1)5 iS)/P Giro rlij) ] 

/ [ (DMSOifcAOlpZ) RLU) - (TtvF-o *=i5d#li¥<D RLU) ] x 100 



[00551 §mft^OPHS?l*^3 StiC^-r. 
[0056] 

C* 12 1 

«3H 



[fc^No. (%) 



4 6 


8 4 


4 7 


5 6 


4 8 


8 2 


7 6 


9 9 


7 7 


7 6 


A 


9 4 


B 


8 8 


C 


9 8 



[0057] 3 IL-64 Tl-1/3 (D&'k'.CtttZ FI 



X£'-)<.Cu')Ctftr:ZZ>. tctcL. CMt-WTtm. 
COH&lCCtctO^tsi.*. t h ^Jifyfll.fjaTIiP-liC . 12 - 0 - 
f-h7f ; *7 7Jl'4-)l/^-Jl/-13-T-bf— h (TPA) £ 
im [SO. 5 nq/ml CCCc^i: 7 (Ci^ttHxT 72B#l8M3g 0 
tc. foJr-frS x 1 O S ® 0 TPAJ&HTHP-I>ffl 1 ia& 6 r 7 x) 67 ' U 
- HCiTiimo. uvtctcz x^tc 

t^lHl L X 30// fa] IS# 0 tc. TNF-a £*$/£[£ 10 nq/mlJCfc 
Z>X 9 IC&fiH L "C 3 b vC 2'lB 1 rfnj)2li : L /els. )*7s_hfM X. 
@iRO/c. 2t!SJ*SS4bT. Pfl#[t£&££fTl/&l‘nM 
30 sn ® b b tc. THP-lJfflJSO^fe Ltc IL-64 I 
1-1/3 ©SOSStt, ELISA®®* v KQuantikine'" (R 
& D SYSTE«;t±l4) (Cvfcbr'lT'j/c. MCfcSttSfl 

-G*i J: OTL- i/ 3 i»l^ C /i. h 

my&z kS«r»)S0. yc^ccj: 9HS$**tUbfc:. 

[0058] 

[SU] 

X- 



lL- 6 i IL-1/3 Om*MA&.&Wk% (ELISA) SlttlT© 

® 8 $ (s) = [ (cM30iS(io®P«fii4:S:) - ((ta^^SDS»®iS) ] 

/ (DUSOPisftii^WiltS) x 1 00 



[ 0059 ] 
[0 06 0 ] 
[R13] 
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3$ 



It^tfcNo. 


mm (%) 

1 L-6 


r 

l 

tx> 


4 6 


2 1 


8 7 


4 7 


1 6 


8 7 


4 8 


2 6 


8 7 


7 6 


9 8 


8 7 


7 7 


1 5 


8 7 


A 


1 0 0 


>9 4 


B 


1 0 0 


8 9 


C 


1 0 0 


9 4 



[006 1] t 

>uy.cm-z{r.m 

Balb/c^ttfi"? r > X (&'§£. ? + -)IX >)><-#_) (D 

h V- h Ci'<y-iz>7,)Vy * >fiS (tnb 

S) ( <J l0nt.tC3%&) 5:100 



*134§*1 . 5% OMSO, 5% T»veen(SO)*:St;V>fl$HffiaJt 
t ft£ftl34ef . teJiV'X? a 
X*'J>A) 34# (-?>Kti> £J3«iUA: s SSi7>7-A> 
X/l,;h-+> K , 5X Tween ( SO) 1- St; ') 

ItKSM tel*:*. te J: 'irOit 2 4$|S] me 

1 0tt5B*ti**j£T«:tt4l.fc. i/>o x * <)>A 
:-*. fciai8#r 9 lMteJ;y-eo^248$R!iS{c i0it50^i 
□134 Uc. InfiFJSfPOfiX 2To 5 US1C 5?i>X ?-Jl/X 
jU.t.-t v K , 5?. Tween (SO) £ St; ') tetti* 

10 &[l&tt££'R<:!34-f'2>d\ nztf ■) >A5r&n 
134 Lt- 1 IftfliftCC. trggiioionw TUBS 

^SSfiOSWSWRJCSO m Ig&lnll 

y T *;u v v x * x y- -y-c&mmo 
xwt£to&(Dsmm&i!iiom $ t-m o . .tjso/f $ 
*>f>t£0®$5:^L.^Il‘/c(iS (t) £*0A;. -#. 
#f34#0pliSOI?c* 5:S>] 0 . £J£0IIS ^>££01? 
£5r£L$IWdil (C) £#0. [(C - T) / C] x 1.00 
(%) £3t&b. SSJgJgCoWSiJ^ (%) tbte. 

[0 06 2] JS£££5£C;:£-f. 



*S6tc. fMUtil fiT61!EiU. n>Po-jUg? [s;i^ 20 [0063] 

X^;ux;u+.=T-^ K , 5% Tween(80)£atf 0 XiSMftiift* [® 1 4 ] 

»5« 



<t£fclNo. (%) [&4« (mg/kg x 6)] 



76 


89.7 (10) 




86.4 (30) 




91.3(100) 




87.9 (0.3) 




44.7 (0.1) 


B 


49.1 (10) 




83.4 (30) 




90.3(100) 


C 


89.4 (10) 



[006 4 ] ft&lU ( I ) £fctt-€-0£ffiM5tl*S$iv 
£>£«. -eOSEIIft Wo'cfc CH0134 SWCCtS 0 . -?-0 
* «S«<0RS61fjfir 5 C £ t><'C # 4. 

mi&i&?ttLxmwrWL<o\t<5 

v.i ( i ) ^/dj-?osiiiiwci^s$nsia5:. jiantc 

i*s 3 n i f§(* t «]-«:» &b'c®% v$i. c oiift 
«. ^scitttrssu'f^io.asitioD'c. iri'K 
mom* ic-;i />5-cf 6. ch 'bonmi>ma. 
mifr-ji umw. im^ominn'm^tcktu-ast 
o mfiSRffl./f;® (C £> -5. c £ £ U >. 

[0005] fSi^i0i0^(c.t)/c-or:j, PUtfafiS. y 

An-X. '>alS. 7>; 7 1. X?JHrJlc-X3£tD 



r>7>. 7 4/*>0*-M-')OA. 
x £ A/-fe ;u a - x t> )l is -7 A . ISS-fe Ji/Ci - x !£©*) if? 
31 Xr7')> ^n^OA. -fef 

•>?•>. * ') tr-A^JHa-Jk t-A-t a 0 K 

>. b l-a+i'Vot'H'-feJl'P-x. — x 

SMJiS&JM. ^a.ffi9llllStxx r.»l. v;Ub ? HlS/ifit 
i x r ^ ^O^KiStt ?]^ '£ # <£ tc ftE o'Cffli « <t 

l >„ I£?J1 (ii/cO 1.5^300 mqOrStlblc^^SWI -S) 

10 0 6 6) fHtMiioH»K:*fcor». Wximte. 
v a lfi^0litlf;l?i|. f>y‘>^OkW I. Hyf-ir^Q 
*S£SW«r*i£lcJ: r»3ij0SS?lc*/c 




( 21 ) 



30 

- 5 T(i. WxtfaiS. ■?>■=•:> h 
(«£ o r ffK 'til* J: ».•. *}?'■ b bfciZtt. 
WXKtMv+y. 7k. i^ate. Tpfc'TPA. VlLtv 
K }> y tr'J>. ffiS-bA-a-^. 7.f T •; 

^->A. »7'-biU 

1 (HAfcO 1.5- 300 
Atyfil'CAo. 

[0 06 7) bn 7 y$\oy$m.«i$)tcr>Z{t. ffflxtfb 
bUs^OSs. rt. x*y- 3 b^££?it£J; 0 m‘ftl*J: 
i*. ecpfo;iH^(c$,^-ortJ. Mx\tn\i')s. $(*''' 

7 ? < !/, -7 7 './>. V? 03 -JH^< 7 J)D:S'^I. 70 

h O-OA. A. 

k 'joa. 

kui<fc(,>. 

[ 0068 ] mi^mm%i^tcr,zu. *. £CPJt«A 
*. tsnji* mint* 1 )-?®, . *i"( 



t/B8 2 0 0 0- 169479 
40 

* 1 1- 0 '5 A . O’ 0 7 il/ffit h 0 -0 A. ') b it >WO*] fe 

ftiW. ftts. S>b3-z%t<DWMilM. y*.s -> k 7 
b •/ - ;u . p-tFn-t i'&g.-tiffix 7 r ;b . i> n n v 
zs-imo) m&M. 7737b trbflS. fn®6sfiit k 
0 -7 A^JnKft^^^^iCJ: Offll'kikTJU*. 
( 0069 ) ft £«5 ( i ) t/cw-eo^ffiffjtcrr^in 

iir fc^umr* &. -f iSttlS 
5 IBS. *£< 7 >m [*rn. ffi«Wcj:»JfWc 4 *«. 15 
10 4a(iii^-SS/c>3. 0.1— 20mq/kq £ 1 -40)5-5 
t%cw irtb^. jarcc. m&mjrjj&zm ie 
7 . 

[0070] (tfc. ^aftt&mr*sni«(t^Hite<kL s 
tfraK*Ol»ii*^6acc*7. it-SVaa. b. <£Ktt&¥5 
-26036 JC. [t£4Si. WJWD/02433iClelSc?iirb>*[h 

(0071) 

Mil 5 ) 

Y 



>fi?x7Jk 7Dt'b>y' , ;p-7bi50iSrt'l. SfiSflt* 



MBS 




(b^iftNo. 


R 1 


R 2 


Y 


a 


nh 2 


nh 2 


COCH3 


b 


NH Z 


nh 2 


H 


c 


h 


H 


COCH3 


d 


1 


1 


COCH3 


e 


CHO 


1 


COGH3 


f 


CHO 


ch = c *-0 


COCH3 


g 


CHgOH 


ch=ch-<Q 


COCH3 


h 


CH2OH 


ch - ch -Q 


H 


i 


CH2OH 


CHjjOH 


COCH3 


j CH2OCH2OCH2CH3 CH 2 0CH20CH 2 CH3 COCH3 


k 


CHjjOH 


CHaOH 


H 



( 0072 ) 



so [jm; nts«i ft^ji 
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fL£tta(1$&¥S-26036) 45.9 mo (0.0790 ramol)0N,N- 
>7 ? /U;hJbA7 $ K (1 ml)ig$:C. F •) X?)17 5 > 

0.03 mlfcJ:CM Z.sZlUb-A'tnv-i F0.0153 ml 
(0.19S mmol)£/Jl];L. liMT^fSIfg#' bfc, /xtc-lSif'/ 
fC405> 9>F7 3 >*j£i#0.1 mi*/jnx;*£><::S£-C2B$ 

n.u§ft-b/c?g. tm z V3fi/t : $ xnE ra £ l fc. .* 

* JlQxfrf tMM'iSltR b f-'tk. JlIl»«E T«« b ilisVn 

&34.S mq (67»)?#Fc. 

[007 3] FAB 4.6 m/2 654 (M-l)' 

‘H-M41 (300 U12, CMSO-d.) 5 1.97 (dd, 1H, 3 = 4. 10 

3, 13.4 Hz). 2.13 (s. 3H) , 2.97 (s, 3H), 3.00 (S. 

3H) , 3.92 (S. 3H), 4.91 (d, 1H. J = 17.6 Hz),4.99 
(d. Ill, 3 = 17.6 Hz), 6.34 (s, 111). 7-12 (dd. Ill, 

) = 4.3, 7.2 Hz), 7.36 (m, HO, 7.39 (ra, 1H), 7.SS 
(d, HI, 3 = 2.2 Hz), 7.89 (d. 111, 3 =8.4 Hz). 7.9 
1 (d, 111, 3 = 9.2 Hz), 8.59 (s, 111). 9.11 (d, 111, 

J = 2.4 Hz), 9.54 (s. Ill), 9.63 (s, HI). 

[ 0074 ] mmm itsfa 

ft&tabds&^s^eoie) 39.9 mq (0.0803 mmol)<DN,N- 
yy ^7U.t-n -AT 3 F (0 . 5 ml)rgfl$'<C . h 'Ufil/7 3 20 

>0.03 F'0.0204 ml 

(0.215 mmol)*®*.. ®iSt?2BS|Slim? btc. Jgtc-Sii? 
IC40kX?)17 3 >/k<vSil50.01 mll-lm.3.<? 6JCSigir2 
Btfi.1 UWLtc'&. ,*£/JOximim*iigiftU JlD.^itfllT 
fz^Ut&^2^37.4 mq (6SK)f?Fc. 

[007 5] FAB 46 m/z 682 (M+l)* 

*H-N4R (400 KHz, CMSO-d.) S 1.26 (f, 3H, 3 = 7.3 
HZ), 1.30 (t, 3H, 3 =7.3 Hz), 1.97 (dd, 1H, 3 = 4. 

9, 13.9 Hz), 2.13 (S, 3H) , 3.05 (q, 2H, 3 =7.3 H 
Z), 3.10 (q, 2H, 3 = 7.3 Hz), 3 .38 (dd, 1H, J = 7. 30 

5, 1.3.9 Hz), 3.92 (s, 3H), 4.90 (d, 1H, 3 = 16.9 H 
Z), 4.97 (d, 1H, 3 = 16.9 Hz); 6.32 (s, 1H) , 7.11 
(dd, 1H, .1 = 4.9, 7.5 HZ), 7.37 (m, 1H) , 7.38 (m, 

1H), 7.86-7.91 (m, 3H), 8.55 (s, 1H), 9.12 (d, 1H, 

3 = 2.2 HZ), 9.59 (s, 1H), 9.71(s, 1H) . 

C 0 0 7 6 ] 

[t&&b(*S-&¥8-26036) 39.9 mq (0.0SO3 mnoDfeJ:^ 
l-7'cm‘>X/F*X.rt,>>a-}-( F'0.0242 ml (0.215 itroo 
l)<t 0lirKW2i|S|«O*-ftr(t^3t43.6 mq (7750 
ftfc. 40 

[007 7 ] F.AB-46 m/z 710 (M+l)' 

'H-M1K (300 KHz, CMSO-d.) 5 0.96 (t, 3H. 3 = 7.5 
Hz). 0.98 (t, 3H, 3 =7.5 Hz), 1.72-1.S4 (m, 4H) . 

1.97 (dd, 1H, J = 5.0, 13.9 Hz), 2.13 (s. 3H) , 3.0 
0-3.10 (m, 4H) , 3.92 (s, 3H), 4.89 (d, 1H, J = 17. 

4 Hz), 4.98 (d,lH, 3 = 17.4 Hz), 6.36 (s. 1H), 7.1 
1 (dd. 1H, J = 5.1, 7.3 Hz). 7.35 (m.lH). 7.37 (m. 

1H), 7.86-7.91 (m, 3H) , 8.61 (s, 1H), 9.11 (d. 1 
H, 3 = 2.2 Hz), 9.60 (s, 1H), 9.74 (s, 1H). 

[007 8 ] [L&t?14 50 



m 2 0 0 0- 1 6 94 7 0 
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(tattb(l#£'?8-26036) 39.9 mq (0.0803 mral)fcJ:C/ 
l-7'i7>^;b:h-3l/i'Ov -( F 0.0279 ml (0.215 nmol) 
J: <) '#:Se W 2 i FI \m j£ T (b &1J5 4 * 4 5 . 0 mq(76"i)(-” 
fc. 

FAB -MS m/z 738 (M+l)' 

[0 07 9] £«uf*l5 ft^1J95 

fta^bdTl'^S^OOo) 39.9 mq (0.0303 mnol)*o'J:C v 
l-^ 'X >TOI/:F — lU 7 ■{ F 0.0421 ml (0.215 mmo 

!)J: } )^Sel^2iF]ttC3^iST[ta1l9 5*49.4 mq (72X) 
fi/c, 

FAB-MS m/z 850 (M+l)' 

[ 0080 ] gtgMo [ta1}96 

8-26036) 39.9 mq (0.0803 mmol)fcJX s 
2,2,2-h ') 71M Px5'>7vJM---7U 5’a-7 -( F0.023S 
ml (0.215 mmol) c t l )l?SE(3 f 42i|31ttO^?ir(t^^6 ; ?: 
16.0 mq (25h>)f“/c. 

FAe-MS m/z 790 (M+l)* 

[0 08 1] nm\H7 ft£W)7 

(t^bdSS^S^eOS) 39.9 mq (0.0S03 mmol)4c> JX X 
^>4z'>7>Ud;xib7P-7 A K 0.0275 ml (0.215 mnol)' 
£ 0 ^«e(»l|2i|sllM)^?£rft^1«37-5r 55.9 mq(90?F)(S 

fc. 

FAB-MS m/z 778 (M+l)' 

[008 2 ] HJefflS fta1>!8 

ft&1Ub(1$-5i^8-26036) 39.9 mq (0.0803 mmol)4b*<fcO' 
a - F 3Fx>7lF."h x;C 7 U 7 •/ F'42 .5 mq (0.223 mmo 
l)J:0^SSP<2i|5ItfC9^ri^'C-fb&. ! l»S*52.1 mq (SIS.) 

me, 

FAR- Mi m/z 806 (Mil)' 

[0083] 3ifcP<l9 {t£«*9 

lta ! fi3b(1#/i i p8-26036) 39.9 mq (0.0803 irainl)fcJX x 
+5-5 F H/X >X;C;f>x iVty 13 -7 -( F 37.8 mq (0.19S mno 
l)ct03?S£[?l2<!:|5)lfO7rctt‘ftMH9*48.1 mq (745;) 

me, 

FAB-MS m/z S06 (M+l)' 

[0084] HfcffilO ft&ftlO 
lt^r ! ttlb(t?^4 I 8-26036) 39.9 mq (0.0803 miol)Jo*JX x 
4-7 izl'Zzlfr-llimy -{ I- 36.8 mq (0.1 

89 mmol ) J: V XteM 2 i|5] ££©£(£ 'Cft^1?510*30. 7 mq 
(47X)|#fc. 

FAB -MS m/z S14 (M+l)' 

[0 08 5 ] lltSWu 1t£Vni 

(t^^b(1$^4 1 3-26036) 39.9 mq (0.0803 rrmol)3d JX x 
4-7ciP<>-b'>XlF4;x;Fi70-7 ■{ 1*45.5 mq (0.216 
mraol)J: , )^4ef^2£[a]ttO^'jST(ta15lLl?:56.2 mq 

(8350 ft*:. 

[ 0086 ] FAB -MS m/Z 846 (M+l)* 

1 H-NKK (300 KHZ, CMSO-dJ 5 1.92 (dd, 1H, J = 4. 

S, 13.9 Hz). 2.04 (s, 3H), 3.88 (s. 3H). 4.79 (d. 
1H. J = 17.6 Hz). 4.SS (d, 1H, 3 = 17.6 Hz), 6. 29 



t 




.» ( 
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(S, 1H), 7.03 (dd, 1H, 3 = 4.3, 7.2 Hz). 7.10-7.17 
(m, 2H) , 7.53-7.65 (m. 4H). 7.71 (d, 1H, 3 = 2.0 
Hz) , 7. 75-7. S3 (m, 6H) , S.61 (S, 1H), S.9S (d. 1H. 

3 = 2.2 Hz). 10.21 (S. 1H), 10.36 (s. 1H) . 

(0 0 8 7)^56(^12 ft £t3l 12 
ft^bd* £¥8-26036) 39.9 mq (0.0303 mrol)fcJ:t>' 
4-7 n/r'^-tCzXJU+.XjUJJ n/ / K51.6mq (0.202 
mmol)J: *3 '#Ctel?42i|Hlt$0£i£'Cf|;a$)3l2 ; £:65.1 raq 
(S75»)fl/<-. 

(0 08 8) FAB-MS ro/z 936 (MU)' 

’H-M41 (300 KHz, OMSO-d.) <J 1.92 (dd, 1H, 3 = 5. 

2, 14.5 HZ), 2.05 (S, 3H) , 3.33 (s, 3H) , 4.79 (d, 
Ul, 3 = 17.6 llz), 4.83 (d, 111, 3 = 17.6 Hz) ,6.23 
(s, DO, 7.03 (dd. Ill, 3 = 5.2, 7.3 Hz), 7.12 (m, 
UO, 7.16 (ra, 1H), 7.69-7.81 (ra, 1410, 3.60 (s, 1 
H), 3.99 (d, 1H. 3 = 2.2 Hz). 10.21 (S,1H), 10.35 
(s, 110- 

(008 9) ^Sef?4l3 (t£H»13 

ft£1$lb(1S £¥8-26036) 39.9 mq (0.0303 mmol)lDj:0' 
4-3- K^>tf>XlU¥-lb7a7'( K62.6 mq (0.207 
mmol) sfc »)3JSe (fl2i®tM>;£?£T{t£1!«l3£71.4 mq 
(86"S)l'§/c„ 

FAB-MS m/z 1029 (Mil)’ 

(0 09 0) 3H5el*ll4 (t£Dli4 

<t£15H>0t#£¥S-26O.3C) 39.9 mq (0.0303 mmol)*! J: O' 

2- - K 46.6 mq (0.210 

mmol)Jr *3 Rtfi(^2<i:|ui($<0^rii'C(ta1.!ll4<S:3.S mq (5 

50i fSA:. 

FAR-MS m/Z SOS (MO)' 

(0 09 1 ) JSSSPIlS (t£¥ll5 

fta15lb(1$£¥S-2GO 36) 39.9 mq (0.0803 mmol )*!«*!>' 

3 - r- K44.4 mq (0.200 

mmol)J:l3SltePi)2<i;P(*<7)^iS-C(t^1Jll5lfc25.7 raq 

(375)iSfc. 

FAB-MS m/z 868 (MU)' 

(0092) HiSWlG ft£15J16 

fta15jb(1#£¥ 8-260 36) 39.9 mq (0.0803 mmol)*! J: O’ 

4 - — UD'O-fe^XJUtf-jU? a > 7 l : 43.4 mq (0.196 
mmol)J: *) mmiifSlttVfi&VitSVlieZ 34 .2 mq 

(49%)rSAl. 

(0093) FAB -Mi m/z 363 (MU)* 

*H-NKR (300 KHz. LMSO-Ct) 5 1.90 (dd, 1H, 3 = 4. 

7, 13.9 Hz), 2.04 (s. 3H) , 3.37 (s. 3H). 4.81 (d. 
1H, 3 = 17.2 Hz), 4.90 (d, 1H, 3 = 17.2 Hz) ,6.30 
(s, 1H). 7.04 (dd, 1H, 3 = 5.1. 7.3 Hz). 7.15 (m. 
1H). 7.16 (m, 1H), 7. 75-7. SI (m, 3H), S. 01-8. 07 
(m, 4H) , S. 34-8. 38 (m, 4H), 8.59 (s. 1H).S.93 (d, 
1H, 3 = 2.2 HZ). 10.44 (s, 1H) , 10.62 (S, 1H). 

(0 094) H&eim7 {t£tfll7 
( t □ tt3b{1 '/ £ ¥ 8-26036) 39.9 mq (0.0803 mmol)fcj:0' 
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4 — * h-t'^>t:>XJU;|;-JU'Jri -7 / K40.5 mq (0.1 
96 maol ) J: <3 ¥56(^2 i [s ] V { t£15l 17% 50 . 2 mq 
(75ii)ri/c. 

(0095 1 TAB-MS m/z 338 (Htl)' 

'HUM! (400 KHz, OtSO-d, ) 8 1.91 (dd, 1 H, 3 = 5. 

1, 14.2 HZ). 2. '04 (s, 3H), 3.76 (S, 3H), 3.77 (S , 
3H) , 3.83 (S, 3H) , 4.77 (d. 1H, 3 - 17.3 Hz),4.S5 
(d, 1H. 3 = 17.3 Hz), 6.25 (s, 1H) , 6.99-7.03 (m, 
5H), 7.13 (ra, 1H), 7.17 (m, 1H), 7.69-7.S4 (m, 7 
10 H), 3.55 (S, 1H), 3.99 (d. 1H, 3 = 2.2 Hz), 9.94 

(S, 1H), 10.10 (s, 1H). 

( 0096 ) nmmis (t^is 

(t£1Hb(tf£¥3-26035) 39.9 mq (0.0803 (nrrol)fe JX V ' 
2-i? £ U>XjU¥-jUJ 7 D7( K 49 . 3 raq (0.217 mmo 
l)«fc *)HSe(W2i|5ittO^iiT-(t^1fUS ; £r63.0mq (89%) 
(§/c. 

FAB-MS m/z 873 (KU1)* 

(0097 ) H«u04l9 ft £15119 

ft£1*!b(1#£¥S-26036) 39.9 mq (0.0803 mmol)foJ:tf 
20 1-/7 X U'izXJU/.'-JU'; 07 4 *42.2 raq (0.186 mmo - 

1) J: 0 l?S6i^2i|5U*©/j(irft£1!n9'S: 52 ,3ng (75%) 

me. 

(009 8) FAB-MS m/z 878 (MU)* 

‘ll-NKft (400 Mlz, CMSO-4) 8 1.34 (dd, Ul, 3 = 4. 

9, 14.1 Hz), 1.99 (S, 3H) , 3.24 (dd, 1H, 3 = 7.2, 
14.1 Hz), 3.84 (s, 3H). 4.69 (d, 1H, 3 = 17.0Hz), 
4.79 (d, 1H, 3 =17.0 HZ), 6.17 (S, 1H) , 6.94 (dd, 
1H, 3 = 4.9, 7.2 Hz). 7.11 (m, 1H), 7.18 (m, 1H), 
7.57-7.74 (m, 7H), 7.35-8.11 (m, 8H) ,8.47-8.49 
30 (ra, 2H) , 8.53 (s, 1H), 9.05 (d, 1H, 3 = 2.2 Hz), 1 
0.22 (S, 1H), 10.35 (s, 1H). 

( 0 0 9 9 ) ^5SW20 ft£15l20 

fta15la(tT£¥S-2G036) 50.0 mq (0.0861 mmol)©N,N- 
S7 X¥jU+jU£ 7S F(1 ml)fg«5(C. HJ X/-JU7 5 > 
0.03 mlfcj:e>'7 x-il- i'aa?* S fr'Jl'J - *0.0265 
m3 (0.189 mnol)^r)Hl/\.. (xltiiSl 

?i?:c40“sx / jut 2 >4<(Sif5o.i mi«:)fl)x« $CcSS*c 
immtu/aM. iktinx-KuwiitmiL . 
Kf$t(t£1U2(l£50.6 mq (9!U9»/c. 

40 FAB-MS m/z 644 (MU)* 

(0100) K5S|B|2i (t£12J2i 
(t£1HbOlf£¥S-26036) 59.7 mq (0.120 mmol)©N,N- 
vX/jU/jUAT S I-(l ml)fS$C£ I- '3X/ JUT 5 > 
0.03 ml 3o ct O' i /• JU 7 t* -(7/ 7 7- — I- 0.036ml (0.43 
0 mmol ) £ JjO X . 3b8$fifl$2'a A'/f fc. 5£c>?S®f ; -30?i 
A /-JUT S >7 X-/-/Ujgjg0.05 mltJlUx 5 >E>iCMim 
•C 28 $fjgj§ttud£. *£)jQx.triUivj£imu. mm 
ET?£tlt(t£ti921^50.0 mq (62S)fgfc. 

FAB-MS m/Z 672 (MU)* 

50 (0101) H6Sffl22 (tatJl22 




(24) 
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ft£15lb(1¥£¥8-26036) 29.4 mq (0.0592 mmcH)0N,N- 
V A f Jb+;UA7 5 K (1 tnl)ig h •) x¥/t-7 5 > 
0.025 mlfcj.07 r. xjH7nn h 0.0203 

ml (0.148 mmol)lJH];i. Ilim T' 1.58# rails? ft L/c. F> l 
l£i§i&iCn-y'n t/t-7 5 >0.1 mlllJDXe >b'<CMimT2 
HflOJBttUcift. *lll0xWdJl*11i*fRl-. JE&iSGET' 

&tSUt&1Sl22l34.6 mq (S43)f#/c. 

FAB-MS ra/z 700 (M+l)* 

(01021 1KSEW23 fta11l23 

<t£1ftb(?#£¥S-26936) 29.4 mq (0.0592 mmol)fe<fcy : 10 
■{ j y'a t'rt-7 ~ > 0.1 mlj: 0 M SEW 2 2 £ [h] ft<0 & v 
ffcc»15j2 3121.6 mq (52?i)fifc, 

FAB-MS m/z 700 (M+l)* 

(0 1 0 3 1 HSEW24 fta1t)24 
(t£1ftb(1#£¥S-26036) 29.4 mq (0.0592 mmol)feJ:0' 
n-7f-;U7 5 >0.1 mU 9^StW22£®810tfi£-Cft£ 
1U24141.0 mq (9550?S7c. 

FAB-MS m/Z 728 (M+l)* 

(0 10 4 1 ^SeW25 (ta13)25 

(t&1ftb(1# £¥3-26036) 29.4 mq (0.0592 mmol)toi;0' 20 
¥ V 7>rt-7 5 >0.1mlJ: ‘)3?SSW22i|5ltS0^7Sr(t 
7=?1ft2 5l3S .6 mq (90%)f?/c o 
FAB-MS m/z 72S (M+l)* 

(0 1 0 5 1 HSEW26 ft^26 

(t&IUbfl# £¥3-26036) 29.4 mq (0.0592 mmol)fc J: O' 
tert-71/1-7 5 >0.1mU 9l?SSW22£ffl1§0;fa£r(t 
aft 261 40 .3 mq (9-n)'ff?/c. 

FAR-KK m/z 728 (Mil)' 

(0 10 6) ^SEW27 It a^3)27 

fta1ftb(1#£¥8-26036) 29.4 mq (0.0592 ramol)fo J: O' 30 
¥77 5 31-7 5 >0.1mlJ: 0 l5SuW22i|S)«0:frj£-C(t 
£13)27140.1 mq (90“i)(§^. 

FAB-MS m/z 756 (Mil)' 

(01071 ^ SEW 28 (t^28 

fto13lb(1#£¥3-26036) 29.4 mq (0.0592 mmnl)fej:0' 
P'01/1'7 5 >0.1 mU95?SeW22£|31tt<7>77f£ 
*C(t£UJ2Sl45.5 mq (crude) (I! /c. 

FAB-KS m/z 752 (M+l)* 

(0 10 8 1 K SEW 29 (t£13)29 

(t£15ja(1#£¥8-26036) 53.1 mq (0.0914 nnol)feJ:0' 40 
x£ 7-/1- 7 5 >0.1ml<£ 0 3SSEW204 lalt§cyJij£~Clt 
£13)29156.1 mq 
FAB-MS m/z 704 (M+l)* 

(01091 KSEW30 ft£13)30 
(t£13)b(1# £¥8-260 36) 29.4 mq (0.0592 mmol)fci:0' 
N,N->¥ 7/L-X¥L->>7 2 >0.1 mUOI5SEW22i|5l 
«(<O^rft^30^'32.6 mq (7350(?/c. 

FAB-MS m/Z 758 (M+l)* 

(0 l 1 0 ) ^ SEW 31 ft£13»31 

(t£t!Sb(1#£T ¥26036) 29.4 mq (0.0592 mmol)fcj:0' 50 
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7X0 >0.1 mU- 1 J'^SeW22i|n|tttO^Sr(t^1?)3l€ 

33.1 mq (34;.)f|/2. 

TAB -MS m/Z 763 (M+l)' 

(0 1 1 1 1 £ SEW 32 (t£13)32 
(t£13)b(1# £¥3-26036) 49.9 mq (0.100 mmol)fc J:0 
7/U7 <) )17 5 >0.1 ml<J*. 0'^SEW22i|3]liO^f£T(t 
6155 324- 73.0 mq (lOOSOffA:, 

FAB-MS m/z 776 (M+l)* 

(01 121 ^SoW33 (t£15)33 
lL£133b(1#£¥3-26036) 29.4 mq (0.0592 fmoDfcJX* 
40%>7 7/t7 5 >.¥?§ift0.l mU0^SeW22i|H)«<?9 
7Ti£*Cft£13J33l29.1 mq (73?+)!!^. 

(01131 FAB-MS m/z 672 (M+l)* 

‘ll-KMR (300 Mlz, CktSO-cO 8 2.03 (dd, Ul, 3 = 5. 
1, 14.3 HZ), 2.15 (S, 311), 3.92 (s, 3H). 4.89 (d, 
Ul, 3 = 17.5 Hz). 4.97 (d, 113, 3 = 17.5 1 Iz) .6-40 
(S, Ul), 7.13 (dd, Ul, 3 = 5.1, 7.2 Hz), 7.34 (m, 
Ul), 7.45 (m, UO, 7.30-7.86 (m, 2H), 7.94 (d, Ul, 

3 = 2.0 Hz), 8.63 (S, Ul). 8.90 (d, Ul, 3 = 2.0 H 

z), 9.21 (s, Ul), 9.26 (S, 1H). 

I 0 1 1 4 1 S SEW 34 (t£13)34 
(L£13)b(1#£¥ 8-26036) 29.4 mq (0.0592 mnDl)fe<fcO 
>x¥/i-7 5 > 0.1 ml J: 0 ^SEW22t 
13)34132 .9 mq (76?0(§/c. 

( 0 1 15 1 FAB-MS m/z 723 (M+l)* 

'H-NMR (300 MHz, CMSO-d) 8 1.20-1.26 (m, 12H), 
2.03 (dd, 1H, 3 = 4.7,13.8 Hz), 2.15 (s, 3H), 3.79 
-3.83 (m, SH). 3.93 (S, 3H), 4.91 (d, 1H, 3= 17.5 

Hz), 4.98 (d, 1H, J = 17.5 Hz), 6.42 (S, 1H) , 7.1 

2 (dd, 1H, J =4.7, 7.0 Hz), 7.35 (m, 1H) , 7.44 (m, 

1H), 7.80-7.86 (m, 2H), 7.90 (d, 1H, 3 = 2:0 Hz), 
8.62 (s, 1H), 8.39 (d, 1H. •) = 2.0 Hz), 9.11 (s, 
1H), 9.18 (s, 1H). 

(0 1 161 HSEW35 ft£13)35 
(t£13)b(1#£¥8-26036) 29.4 mq (0.0592 mnol)foJ: O' 
f-< 'J »0.1 mU l)m&M22tm£<Dyf&TlbgVl3 r j 
140.6 mq (91‘913/C. 

FAB-MS m/z 752 (M+l)* 

(01171 I5S6W36 (t£13)36 
(t£'13)b(1#£¥S-26036) 29.4 mq (0.0592 mmol)fe<fcO' 
14- .4 ¥/bL'^7»0.1 mlJ>)^SEW22£|o]tt0;ffS'C 
(t£13) 36132.7 mq (7D0?#fc. 

FAB-MS m/z 782 (M+l)* 

(0 11 8 1 HSEW37 ft£13)37 
ft£13)bfl#£¥8-26036) 29.4 mq (0.0592 ftnol)fcj:0' 
in-t' 1 ) >0.1 mUO35rEW22iPH0^ii*C(tl&1}!l37 

130.1 mq (67?»){i/c, 

FAB-MS m/z 756 (M+l)* 

(01191 HSEW3S {toffi 38 
(Lo1?lb(tr£¥S-26036) 30.4 mq (0.0612 (ntol)0N,N- 
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(25) 



>>' f)\s-.Y~)lL7 l K(1 ml)®, ft 1C. h ') x?jU7 5 > 
0.030 mlteJ:0'7 r.Xil^nn-.yiljt- K 0.0200 ml 

( 0.160 mmol)£)jnx. . Ir/c, feSisictffli 

t£>i’r3 / s>f 3K7 ■'. >0.1 mlffilR? 6(C^?gr-2B# 
ra1lg#l/fci&. 7k«fiD.iWfti^l-i*{RL. Jrafti&GET'iS 
tgUb£t!l3S£29.5 ma (t/Qfefz. 

TAB -16 m/z 720 (Mil)' 

(0120) ^41^39 itafll 39 

ft^b(1$£'¥S-26036) 30.4 mq (0.0612 mnuDfcJlO' 
X £ y—)V7 $. > 0 . lml Jt 9'-^teffl3S<t(^fcl;0/jf£'C{b 
£Hl39£20.3 rag (49?0'f§fc- 
FAB-MS m/z 672 (Mil)' 

(0121) H&Et&bO (bf=fHl40 

ft^brt*£'¥S-2603C) 30.4 mg (0.0612 imol)feJ:0' 
> 1- t">7 5 >0.1 mU0StE^3Si|5l«O^ifcr(h^ 
tfJ40£21.5 mg (55^)f?/c. 

FAB-t.6 m/z 644 (Mil)' 

(0 1 2 2 ) USsfJUl fb£Hl4l 
{bj=>H?b(^£'¥S-26036) 49. S mg (0.100 mmol)fciC O' 
73K7 >))17 5 >0.1 ml<t , )^SEl^33i|5|^<7)^lii'C(t 
^415:67.4 mq (9K)fiFc„ 

FAB-MS m/z 744 (Mil)* 

(0 1 23 ] 3£Seffl42 lb&Hl42 

ft ^^b(^ £^3-26036) 30.4 mq (0.0612 mmol)fcj;0' 
-»f 267 $>0.1 mU0IIS!l«X9t|S)«<7)^r(fc^ 
Hi' 125:26.7 mg (6830f9/c. 

FAB-MS m/Z 640 (Mil)' 

[OI24]XtfcM43 (boUl43 
<b£4*lb(1#£7P8-2603G) 30.4 mq (0.0612 mml)fcj:0' 
>if3b7 5 >0.1 mU0^teW3S<t|Sl^CD^r-(t^ 
H143&27.5 mq (65^)(i/c. 

FAB-MS m/z 696 (Mil)' 

{ 0 I 2 5 1 HttW44 (t a Hi 44 

(baHlb(^£^S-26036) 30.4 mq (0.0612 rnmal)fcj:0' 

f's. V »o.l mU 0 St6W38<!:|Sltttf)^r'(t^fi144 

£31.5 mg (72 S)i9/c. 

FAB-MS m/z 720 (Mil)' 

(0126) nmu^ it aHi45 

(taHlb(t#£7Jl s-26036) 30.4 mq (0.0612 mmol)fci:0' 
-fc/t -* ') >0.1 ml <fc f)Rfij(^38i|3)fI<D^'fi'C(t^H545 
4-23.6 mq (53S)f§Al. 

FAB-MS m/z 724 (Mil)' 

(0127) ^(^46 (b£HM6 
(ba1>1a(^#£ip 8-260 36) 50.0 mq (0.0861 mmol)0N.N- 
i>/ f ;U*JKA7 $ I- (1 cnl){gfi?JC. I- ') if il 7 5 > 
0.03 mlfcjrtf^o l-xjy^ay-f K0.0190 ml(0.19S m 
noi)4)iPx. Sfflr3fi?K]jS(HU7c. fctSiSffiCAoas? 
iV7 $ >*£iiSo.i ml4))nio 6:cSigr-^HSHt : L/c 
\h. *4)JlJxlftam'ri£ff<L. 

461-31.5 mq (SSiQfifc.. 



1-VPg 2 0 0 0 -16947 9 
43 

(0128) FAe-HS m/z 634 (Mil)' 

1 H-hMl (300 KHz, tl.60-4) S 1.S3-1.92 (m. bH), 1. 
97 (dd, 133, 3 = 4.9, 13.9 Hz), 2.13 (s, 3H), 3.92 
(S, 3H) , 4.90 (d, 1H, J = 17.2 Hz), 4.S3 (d,lH, 3 
= 17.2 Hz). 6.20 (ra, 1 H), 6.25 (m, 1H) , 6.33 (s, 1 
H), 6.77-6.S9 (m, 2H), 7.09 (dd, 1H, 3 = 5.0, 7.2 
HZ), 7.63 (m, 1H), 7. S3 (d, 1H, 3 = 9.4 H2). 7.37 
(d, 1H, 3 = 9.0 Hz), 7.99 (ra, 1H) , 8.51 (d, 1H, 3 
= 1.5 Hz), 8.61 (S, 1H). 9.14 (d, 1H, 3 = 1.3 Hz). 
10 10.10 (s, 1 H), 10.12 (s, 1H). 

(0129) ^«cl*l47 (baHi47 
fb'^Hlad^^S^oOJo) 50.0 mq (0.0361 mmol)tecfcC>' 
>?D7P ’i'sljlUixJl'say / K 0.0180 ml (0.1SS 
mnol)J: ')^Se^46i|5ltt<7)75i±-C(b^Hl47l44.1 mq 
(SUOfSA:. 

(0130) FAE-M5 m/z 634 (Mil)' 

‘H-NMR (300 Mlz, 0.60-4) S 0.73-0.37 (m, 8H), 1. 
80-1.92 (m, 211) , 1.9S(dd, 1H, 3 = 4.8, 13.9 Hz), 
2.12 (S, 314) , 3.91 (s, 3H) , 4. S3 (d, lH; 3 =17.5 H 
20 Z), 4.95 (d, 111, 3 = 17.5 Hz), 6.33 (s, U4), 7.03 

(dd, 111, 3 = 5.0, 6.3 Hz), 7.5S (m, 111), 7.31 (d, 
3JI, 3 = 3.3 Hz), 7.85 (d, Ml, 3 = 9.2Hz), 7.37 (m, 
111), 8.44 (d, 114, 3 = 1.3 Hz), 3.59 (S, Ul), 9. 11 
(d, 331,3 = 2.0 Hz), 10.30 (s. 111), 10.34 (s, Ul). 
(0131) 3?*ef*)4S (b £13148 

)L£Hla(t$-£¥S-26036) 50.0 mq (0.0861 mnol)4o'J: £>' 
>?U^> 5» >/jJUi<X.J^i>a v f Kp.02.30 ml (0.189 
mmol)J:‘)l?l®P»ll6£|S)fid)^r'(b^Hl4S^47.1 mq 
(79X)f %tc. 

30 ( 0 1 3 2 ) FAB-MS m/z 690 (Mil)' 

'H-HMR (300 MHz, 0.60-4) S 1.73-1.93 (m, 16H) , 

2.32 (S, 330 , 2 .82-2 .90(m, 2H) , 3.91 (s, 3H), 4.89 
(d, 1H, 3 = 17.4 Hz), 4.96 (d, 1H, .1 = 17.4Hz), 

6.32 (S, 1H), 7.08 (dd, 1H, 3 = 5.0, 7.2 Hz), 7.60 
(m, 1H), 7.80 (d, 1H, 3 = 9.0 Hz), 7.35 (d, 1H, 3 
= 9.4 Hz), 7.33 (m, 1H), 8.4G (d, 1H.3 = 2.0 Hz), 
8.59 (S, 1H) , 9.11 (d, 1H, 3 = l.S Hz), 9.98 (s. 

1H), 10.01 (s, 1H). 

(0133) nref^49 (b^Hl49 
40 (LaHla(1?£ipS-26036) 50.0 mq (0.0361 imol)foJ:t>' 
i-> f 1-0.0303 ml 

(0.198 mmol)<fc 9^-Sfe(^46il5(iO/)(4''C(boH)49?:4 
4.8 mq (70K){§fc. 

FAB-MS m/z 746 (Mil)' 

10 l 34] RttWso (b-&Hl50 
it a Hla(1# £^8-26036) 50.0 mq (0.0361 mnol)4o'J:b>' 
>{/a^jrt>tni#~>i'i7ci-5 4 l-o.o26S mi ( 0 . 19 s 

mmol)J: ‘J ^Jef^46i|aJ(JIO/jciiTfbo?5l50'5:45.4 mq 

0' 4?©) fir Al, 

50 FAE-MS m/z 71S (Mil)' 




Q'i) 



i 



AO 

[0l35]*JeWsi ft £11151 
f t£1l5a(13 £¥3-26036) 50.0 mq (0.0361 ramol)fcj:0' 

7 xS.lVTii+H'fnyJ F'0.0262 ml (0.193 mmol)J: 

') '•^^[^46<L|n]H;0'frfi'C{t£t55 51* 45.2 mq(725b)[# 

te. 

FAe-KB m/z 734 (May 
[0 1 36] £Seffl52 ft £115 52 
ft£1Sa(1$£¥S-26036) 50.0 mq (0.0S61 mnol)fcJ:Cf 
A-jt F * i-' 7 xX 31/712*31/70 7 4 F'0.0303 ml (0.1 
93 mmol)J: f J^iEW46i|olti<77^ar(t^52* 53.4 m 10 
q fc* 

FAB -KB m/Z 794 (M*l)* 

[0 137) £Sef*l53 1t£1l553 
ft£H5a(1#£¥8-26036) 50.0 mq (0.0361 nwol)fci:0’ 
t KO'»^ -tr-(3l/7Cl7-( F'0.0281 ml (0.139 mmol) 
£ i )$iMHA6tmfc<D1ji£X'it-&Vi)50’£:A7.L mq (72%) 

me. 

FAB -KB m/z 762 (May 
CO 13 8) 3SJef?«54 ft£1&54 

ft£H5afl$£¥3-26036) 50.0 mq (0.0861 mmol)fcj;0' 20 
)V{/ay A K 33.9 mq (0.203 (nmol)J: *)R6e 
ffl46£0&0;£f£rft£t11 541-52.0 mq (80S)f?/c. 

FAB-KB m/z 753 (MO.)* 

[0139] mmv ft £11555 

ft £U5afl# £¥8-26036) 50.0 mq (0.0361 mmol )ii 3:0' 
7x2 + ^7t)-)U'0 7-f F 0.02 74 ml (0.193 nmol) ■ 

3: O^SSPif 1t'.<!:(3fil<7)7;ft'Cfta ! |1155?:55.2 mq (31%) 

me. 

FAB-KB m/z 766 (Mi 1)' 

[0 1 4 0 ] HSSIW56 ft £11556 
ft£H5a(1$£¥S-26036) 50.0 mq (0.0S61 ™ol)fcJ:0' 
■''<>> ; 3l/:f-=1 1 ->7-te*3l<i'U7 4 F0.0312 ml (0.198 m 
mol) J: •) ^SS|5l46£|^||;©7j(£'C'ft£1l55li ; 5:47.8 mq (7 
0%){S/c. 

FAR-KB m/z 794 (Mil)' 

[ 0 1 A 1 ] nmi:>7 ft£Hl57 
ft£H)a(1# £¥8-26036) 50.0 mq (0.0361 rmoDfcJrO' 

2-7 a Ail 7 a 7 4 I-' 0.0195 ml (0.198 mmol) <£ *)Mtm 
!^46£|a]lf0£fii;'Cft£tl557£:4S.4 mq (82%)fS/c. 

FAB-KB m/z 686 (May 
[ 0 l 4 2 ] XKgF45S ft £11558 
[t£1Ua(1# £¥8-26036) 50.0 mq (0.0861 mnol)fcj:0' 

2-f t7 x>7lr*3l/7U74 1-0.0244 ml (0.198 ireno 
l)<t 9^Feffl46i|5fi0;51ir'ft£11j5S&43.4mq (755,) 
me. 

FAB-KB m/z 746 (May 
[0 l 4 3 ] ££<*59 ft £11159 
ft£H5a(1?£¥S-26036) 50.0 mq (0.0861 mmol)feJ:<>' 
''0 , ./4lFiM3 v4 F 0.02 74 ml (0.198 mmol) <fc OUSe 
P446il5]t$CO^fiir'ft£1!359'z:3S.3 mq (63*)fSA:„ 
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FAB46 m/z 706 (KH1)' 

(0144) £lu0i|6O ft£Ul60 
fl£H5a(1#£¥8-26036) 50.0 mq (0.0361 mmol)fd J: O’ 
*>l\- F31/4 31/70 7 4 F 0.0247ml (0.1S9 nmol)^ 1 ) 
1^&el?l46<!:Rt1e07ji£'C'ft£t!56O2:53.6 mq (S5;i)ff 
te. 

FAB4.fi m/Z 734 (M+1)' 

[01451 «SuW61 ft£Hl61 
ft£1?5a(1$£¥S-26036) 50.0 mq (0.0861 mnol)fci: O 
''7 F31/4 31/707 4 K0.0251 ml (0.1S9 imol) J: 9 'H 
feFM6i |s] FJ>0 f'ft£1J)6l£- 55 . 6 mq (S8S)®/c. 
FAB4.fi m/z 734 (M+l)‘ 

[01461 HSSIH62 <t£H562 
ft£1Ua(tf £¥8-26035) 50.0 mq (0.0361 nmol)4o'J:0' 
4-7?lK>'/(4/7D7( F0.0354 ml (0.1S9 nmol) 
J:')SSef?446i(5jK077ir£'C(t£11162*6O.8 mq (86%) 

me. 

FAB-KB m/z 818 (M+l)* 

(01471 S«el*G3 f trail) 63 
<t£1Ha(1$£¥S-26036) 50.0 mq (0.0S61 mmol)fcJ:0' 

2- 7D^>'/-fn-i;07-f F43.5 mq (0.193 mmol)J: 
*) f?SEM46i|5| t$(Dj}i£ v ft £115 63-2- 59. 7 mq(80%)fS 
te. 

FAG-MS m/z 864 (M+i)* 

[0148] £*61*04 ft £11564 

ft£1l5a(1£-£¥8-26036) 50.0 mq (0.0861 mml)foj:0 

3- 7" 7()l/7U7-f F 6. 0262 ml (0.193 nmol) 
J: *J £*&f* l6i(a)f.§07ji£‘Cft£H?64*58. 7 mq (79%) 

me. 

30 FAR4.fi m/z 864 (MU)* 

[0149] £*61*65 ft £1^65 

ft£H5a(#£¥S-26036) 50.0 mq (0.0S61 fmol)foj:0 
<l-7'04-^>-/43l/7 07 4 F 43.8 mq (0.200 mmol)J: 
<) ^56f* 46i talti<Djji£V f t£1?565£ 60. 9 mq(82%)}§ 
te. 

FAR4B m/z 864 (Mil)' 

(0 1.5 0 ] £*61*66 ft£tl566 
ft£U5a(1#£¥3-26036) 50.0 mq (0.0861 mnoDteJrtX 

2- X|-oa>'/43l/7D7 4 Fo.025 ml (0.189 irnol) 
40 J: 9 £*6f* 46 i (5]f$0£fj£-Cft£1l566* 57 . 4 mq(S4%)(# 

te. 

FAB4.fi m/z 796 (M+l)’ 

[0151] £*61*67 ft£tl567 
ft£Hla(1$ £¥8-26036) 50.0 mq (0.0861 nnol):fc>cfcO' 

3- - FcJa>-/ 4 ;H 7 U -5 4 F3S.S mq (0.209 nmol)J: 
9Rt£Pll46<h fUtiO# jtTf t£$567& 49. 7 mq(73K)& 
te. 

FAB4.fi m/z 796 (M+l)' 

[0 l 5 2 1 £*6f*6s ft£tJ>6S 
50 ft£1Ua(1J£T-S-26036) 50.0 mq (0.0S61 mnol)fcj:0‘ 




A 



4 -A K 4)1 f O v ■( K 37.6 mq (0.203 mmol)J: 

! 3'^ic|5 i 946<!:Ifill*<?;^fir(to^6Sl:S0.1 mq(7 330i# 

tc. 

TAB -46 m/z 796 (Mtl)* 

[0 1 5 3 J '£teffl69 ft'a15569 
ft&*?»a(14£¥S-26036) 50.0 mq (0.0361 mmoDfcJtO' 

■Jt )l h r - 7 •( «/ £ FI 7 4 H 0.0232 ml (0. 139 mmol) J: 
U^fiePl46iPfi0^i*r (L&15569?: 58.1 mq(3SS)(? 
tc. 

TAB-46 m/2 766 (Mtl)* 10 

[0154] «*e(^70 (t&1?570 

fLo155a(1 ; *'£.'t}i 8-260 36) 50.0 mq (0.0361 mmol )&<]:(/ 

7 JfTxy -01/7 D)3 K0. 0278 ml (0.193 mmol)J:') 
SSe(?i|46i|sHiO^?f rit^!70*47.1 mq (72%0t“ 
tc. 

FAB-MS m/2 766 (Mtl)' 

[0 15 5]^Sel^71 ft&15571 
ft£155a(1f £+8-26036) 50.0 mg (0.0861 mmoUfe+O' 
A-X-7 ^'s'J 4 )W nv 4 K0.027S ml (0.189 nmol) 
J; } )HSE^46i|5lt# ; ©^i-C(t^ltl7ll-58.3 mq (89%) 20 

Utc. 

FAB -16 m/z 762 (Mtl)* 

[O 1 5 6 ] *tel^72 ftat5572 
ftnlS'1>5a(1?&+ 8-26036) 50.0 mq (0.0361 mmoDte+O' 
=-d7 / 4)1^07 4 Kl£tgl£37.2 mq (0.209 mmol)J: 

<) nteM40tm$Ol7&-Clt£Vl72% 33.1 mg(63%)f® 

tc. 

FAB-MS m/Z 70S (Mil)’ 

[0157] ^iSPl73 ft£15573 

fta155a(1*£+8-2G036) 50.0 mq (0.0861 mmol ) *3 J: O' 30 
47-^7^4^0074 KlSS?f£37.1 mq (0.20S mmo 
1)J: ‘3^SSPf-16ipl«CO^'Cft^»73^43.9mq (72%) 
Wc. 

FAR -16 m/z 70S (Mtl)' 

[0158] 35SSW74 (t&1Jl74 
fta155a(13? £+8-26030) 50.0 mq (0.0801 mmol) iij: O' 
2-7+7 x. s t/JUtf — Jl> i7 a ■? 4 F 0.02 12 ml (0.198 m 
mo1)<t 0 ^<E(li|46i|SItS©^f(3;'C'ftui1fl745r 45.0 mq (7 
3%)f#/c. FAB-MS m/z 7 18 (M + 

1 ) * 40 

[0 1 5 9 ] RiePfl75 ft £15175 
ft£1>5a(1#£+S-26036) 50.0 mq (0.0861 mmoDfc+O 
+ £ £7 4 1-0.0323 ml (0.139 mmol),]:*)^ 

rdfl46<t|D)tiO;6'?£'Clt£15475?:52U mq (SISOfS/c. 

FAB-16 m/z 750 (Mtl)* 

[0 1 6 0 ) U*effl76 [t£15576 
ft£t5lb(1t£+S-26036) 50.3 mq (0.101 mmol)©N.N- 
> 7 -Jll'.tiAT 2 I- (1 ml)iSig£. I- ') X 7)17 l > 

0.03 oilfc<fcO'7 •Jilfa a ++7 - h 0.0161 ml (0.19 
0 mmol )£ flUX. SiS? 3fl$f8jl$# U/c. gli,'.iMlC40?i 50 
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7 7)V7 2 >.'Kio(f50.01 ml i’tlQz . o b iCstim V 2B5rtI] 18 
El/dt. .+?-Jnixf»TiM55*itf[?.b. I' Kt ? L 

(ta 15576^:59.4 mq (8Si)lffe. 

[0161] FAB-MS m/z 666 (Mtl)* 

1 H-NM (300 1Hz, tt60-cU S 1.95 (dd, 1H, J .--4. 
9. 13.9 Hz) , 2.12 (S, 3H), 3.91 (s. 3H), 4.62-4.63 
(m, 4H), 4.S7 (d, 1H. 3 = 17.7 Hz), 4.95 (d,lH, 3 
= 17.7 Hz), 5.23-5.29 (m, 2H), 5.37-5.44 (m, 2H) , 
5 . 96-6 . 10 (m, 2H), 6.31 (s, 1H) , 7. OS (dd, 1H, J 
- 4.9, 7.0 Hz), 7.49-5.56 (m, 2H), 7.82 (d, 1H, 3 
= 8.8 HZ), 7.84 (d, 1H, J = S.S Hz), 8.21 (m, 1H), 
8.56 (s,lH) , 9.16 (d. 1H. J = 2.0 Hz). 9.65 (s, 1 
H), 9.30 (S, HI). 

[0 16 2] 35SSW77 (bo15577 
ftra , 155a(1J-2i i l I S-26036) 50.0 mq (0.0861 mmol)©N,N- 
577 7>V -lOl/AT 5 F(1 ml)(§jf5(C. h ') * 7*7 5 > 
0.03 mtfd.J:0 v <>>7l'^C3 0 + .+y-- TO. 0270 ml (0. 
139 mmol)?: SOX. ^Sr - 3H#|S]}a#b tc. JSt&fgfl55C40 
%7 7>b7 5>+i§(i50.1 ral?:J]ax3^{cmiar^^m 
ftO/cls. +*JraxUfai155*itlRL. 
fta 155 77?: 50.9 mq (77X)(i/c„ 

[0 16 3] FAB-MS m/z 766 (Mtl)* 

‘H-KMR (300 Mlz, £*.60-d» ) S 1.95 (dd, HI, 3 = 4. 
8, 13.8 HZ), 2.11 (S, 311), 3.91 (s, 311), 4.83-4.96 
(m, 2H) , 5.18 (s, 2H) , 5.21 (S, 2H), 6.31 (s, 1 
H), 7.08 (dd, 1H, J = 4.8, 7.3 Hz), 7.31-7.58 (m, 
12H) , 7.82 (d, 1H,.1 = S.S Hz), 7.81 (d. 3H, 3 = 9. 
0 Hz), 8.22 (m, 1H), 8.55 (s, 1H), 9.1S(d, 1H, J = 
2.0 Hz), 9.72 (S, 1H). 9.85 (S, 1H). 

[0 16 4] #^l*ll ft£1)5A 

HfffiS+IR (TI)+fOl551. 4g (60-65%. £32.6 mmol)!C7 0 
7-Jt- 3 ml?:J)nx^!Sr-5ftPa1®#U.:. -ectcft£155 
c(1$raOS63-2955S8) 55.1 mq (1.0 mmol)© 7 DP +-3U A 
(12 ml)®ii5foj:0'3 *7.^660 mq (2.6 rnnol)?:!®//!! 
x. m&vxnfmwbtc. m-feswzTtmmi - t 
9 *7 A+j§$150 ml (1N)5C*W. {'Un.+. + ArflSHi 

Uc. i- 9 $ a- rets 

fs. ?S!«-!r$ET3£L/c„ 5 mtt's'iU'fbti it*'? 
D7 I- y-5 7 x — (J’DCJ + 3lA)rf : S$3t. [ta1}5d?:7 
50 mq (93%)(#/c. 

FAB-MS m/z 804 (Mtl)* 

[0 16 5] ft£1M 10.0 q (12 mmol)ii<]:y‘'^-4 + 

7 7 u> r 1-7 $ >17.5 q (125 nmol)© I- •/ 7 JljO 

maoo n,mmzE;ZT2mmutc. 
tc+?:Jjnx. i- 9 o A+jgsr'pfnb/z 

ffe. ^aci+H-A-CftllUiLfc, }lUil]if5'rfSfnftl£+'Cdt 
&U. te+KItt I- 9^A'Cfzt?0/c. iSET<§5®*§ 
(t^155q^5.73 q (65'9®^. 

FAB-MS m/z 706 (Mtl)* . 

[0 1 6 G ] 7 A (II) 33 mq (0.15 mmol)© 
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N,N->y^Jl/.-|-.rt/A7 ?. K/giliiS ml 1C F ') t il- F F )\> 4 
)btZ7 i >173 mq (0.5S nraol)<r.tOx. 7Jl/d>Sfti£ 

T. Siar 309rfS\fitttLtz. #*C[t£*?le. 1.0 q (1.5 
innol)ON,M->y 7JU:hJl'A7 S F'i§il!t4 ml. F *3 Xf 
JF7~>1.0ml (7.2 mnol)fcJ:O r 2-fA;Ut l J >>0.5 
ml (0.46 !mol)£H0;L. 60'Cr 3B3IS] }g# L tc®. 
£«ET3£L/c. ^!'>'3*y3U377 A >07 F ?’ 

?7 < -(i?n n-tJi/A/> = 50/1)71813 

t. 750 mq (75?=)fSfc. 

FAe-MS m/z 683 (M+ 1 )' 10 

[0 16 7] ft£J3»f. 750 mq (1.1 (m»l)<?^> V >-31' 
/2>nO:hJUA(Vl)jg?i?t40 mllC. F '3 

'7 A 42 mq (1.1 nnol)£tt]X.. .*«?T30EI8|lgl¥lzfc. 

Van t.jbA/y £ >-31/(9/ 
Dr-ffltHte. fgfitdF'; 

’V^vfzfSiUtc. Tg^^ia/FFaii-. 'ft.mzi'Vijy 
>ii]y i?n? l-/'77/ -(^pp.-j-.jFA/y V >— 

31/ = 99/l)-efSSt/. [t&#lq£620 mq (82S)(S/c« 

FAB-MS m/z 685 (M+1)* 

(0 16 8] ft£135q. 620 mq (0.91 mmol)01,2->? 20 

ppx£>( 9 mi)/> i*>-3U(i mi)iit£rg<i$i<:, 5.1 
fit F '3 r >A> F+->F/> V >-3F;gij50.2 ml (1 mmo 
l)£tt]x. M®-C30EIS]lg#G/c. StoiH^^TKlC* 

а. th7th-P7 7>vtmutc. ftmmz&fagis 

Tkf^l /fc«. A*C*a!8U «ETiS 

ftS*git//c. ^if£^PP*>bA-y yy-iF-cj&fl 
JtL. [fcalJjh^lSO mq(S3SOf§/c. 

FAB -MS m/z 601 (Mil) 1 

[0169] ftol^h. 90 mq (0.15 anol)07 P P<+'rt/ 
A/>iJ>-3l/ (5/l)rS«?6.0 ml5C/7>7r-X3l/^> 30 

t$104 mq (0.45 mol)£Jjnx . iQMiar^fttfc. 5l£ 
?giE£fef057zSS.*^7 F <3 7 A7kiSHftci£g\ 

3FA/> V S-Jl'VMWL/c. fflliiiS^eaFO^STk-CSt 

6Et67F mm* sheets* 

U/c. Slliii£ > ’3 /7 y 3 U /7 7 A £ P v F V'v7 ■< —{V 
PP*3t/A/y {/>- 3 U = l0/l)T'f§S!U ftat^JA^r 3 
7 mq (40X)I#/<1. 

[0 17 0] FAB-FS m/z 615 04-1)' 

1 H-MJR (400 MHz, CDC1, ) S 2.20 (s, 3H) , 2.65 (dd, 

1H. J = 4.6, 15.0 Hz), 3.33 (s, 3H), 3.49 (dd. 1 40 

H. 3 = 7.4, 15.0 Hz). 4.03 (s. 3H) , 4.32-4.66(m, 4 
H), 5.86 (s. 1H). 6.35 (dd, 1H, 3 = 4.6, 7.4 Hz). 

б. 99 (d. 1H. J =16.1 Hz), 7.10 (m, 1H) , 7.34-7.36 
(m, 2H), 7.39 (dd. 1H, 3 = 0.5. 8.3 Hz), 7.53-7.63 

(m, 2H) , 7.62 (d, 1H, 3 = 16.1 Hz), 7.72 (s, 1H) , 

7.30 (d.lH, J = 8.8 Hz), S.57 (m, 1H), 8.72 (s, 1 
H). 

[0171] #<SW2 (tS??1B 

fta1>)i. 2.51 q (4.11 mmol)0)sffc> 7 >>igif5[(200 
ml)lCN,N->-( V 7 0 t'll/X?JVT $ >3.8 ml (51 mmo 50 
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l)fcJ:D : j7noy9 L 3Fx73l'X-7'3F2.48 ml(26.7 mno 
l)«r>JDx. Sigr2Bn.Uaf+'l//c. Etc.?giftF:i N4:ff5(fc 

t F ') 7 A’krSiftt JiOx./da. van a diflajL . 

Uf~. SiSlt F '3 7 X rfztl 
Udl igW.r«ET‘S£b. 

Vn~? F Vt7 + ~-(vnat)is.\/s V >-3F = 200 / 
DTIh^L. [t£tUi£2.93 a(9S°i)r"/c. 

FAB-MS m/z 727 (M)* 

[0 17 2] ftatSli. 2.93 q (4.03 mnol)?rtg(t > t 
>>>> V >-3F (3/l)igil£l60 mUCrgBrt. 5.1 N t 
FV^Ay F + >K0.6ml (3 mmol 3^ 3)0 x . 30ER5IS 

ig-dg^U/c. IzCc-igMicikilJBz.. vnmfiJbAVtlll 

HH//c. iatb(i5?r§Sfa^JS3f<fSt^UZd5. SsfiS/F') 
OAv?mu, mt$&&ET%£ufc. m$Z'>')i}V ! 
>IH 7 A V a-7 F Vv 7 <-(?oa.l: in»/y V > — 
)l = 100/1) Ttii 12 u ffiffixtllZ-O b ') Zsl U-> 

3 >(C{4U. [t^B^l.17 q (45S)ll/c. 

[0 17 3] FAB-MS m/z 643 (M)' 

‘II-FM3 (400 Mlz, CDC1, ) S 1.30 (t, 611, 3 = 7.1 H 
Z), 2.20 (S. 311), 2.41(dd, 111, J = 4.9, 14.4 llz)T 
3.32 (dd, 1H, J = 7.6, 14.4 Hz), 3.723 (q, 211, 3 = 
7.1 Hz), 3.733 (q, 2H, 3 = 7.1Hz), 4.08 (s. 111), 
4.10 (s, 311), 4.81 (s, 210, 4.83 (s, 211), 4.85 
(S, 4H) , 4.91 (d, Ul, 3 = 16.8 Hz), 4.93(d, 111, 3 
= 16.8 Hz), 5.91 (s, 1H), 6.88 (dd, 1H, J = 4.9, 
7.6 Hz), 7.42 (d, 1H, 3 = 8.3 Hz), 7.49 (m, 2H) , 
7.81 (d, 1H, J = 8.5 Hz), 7.90 (d.lH, .1 = 1.2 Hz), 
9.1S (d, 1H, J = 1.0 Hz). 

[0174] itiSVlC 

[tcrtJlk. 802.4 mq (1.52 mmol)(Dl2[ty t V >®}g(40 
ml)(C37>>T-X3F^>SS6S0.5 mq (2.93 mol)fcJ: 
O'2-y F+>xy >-3F2.0 ml (25 mmoll^Jinx. 

tvsftnisttL/c. jscoiSiStcfiafo^KTk^d- f <j o a 

7ki2iit?:»nxZc[^. i»PPd->3FArJiliHibZx. 

(@«6J£7kri5tR>[//dS. sssst f iS 

8i?S£'>'J*yil/*;7Ad7PvF 
^77 a — (Va PdPl-A/y 7 y-jv - ioo/3)Tfi?3 
L. [ta^C-SriOO mq QQK)Utc„ 

[0175] FAB-MS m/z 643 (M)' 

' H-NFK (400 F«Z, OX.1, ) 5 2.19 (s, 3H) , 2.42 (dd, 
1H, J = 4.6, 14.3 Hz), 3.32 (dd. 1H. 3 = 7.2, 14. 

3 Hz), 3.41 (s. 3H) , 3.43 (s, 3H), 3.60-3.64(m, 4 
H), 4.09 (S, 3H), 4.17 (br s, 1H), 4.77 (s, 2H) , 
4.30 (s, 2H) , 4.89 (d, 1H, 3 = 16.6 Hz), 4.97 (d, 
1H, 3 = 16.6 Hz), .5.95 (br s, 1H), 6.87(dd, 1H, 3 
= 4.6, 7.2 Hz). 7.43 (d, 1H, 3 = 3.5 Hz), 7.47 (m, 
1H), 7. 53(d, 1H, 3 = 8.5 Hz). 7.35 (d. 1H, 3=8. 

5 Hz). 7.91 (S. 1H). 9.10 (s, 1H). 

[0176] 

[Sfjcm?-] ^irnci:') . NF-zcejSlKMiStfe^ 
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fiJMW l -AIBWO*W : 6SSDNA 
E5M 
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K*MM4 -AlfiWOIttW : 
ffiWS-^5 - AIEM^SW : 
[0177] 

[EW«5 



S«DNA 
□ /&D N A 
£f*DNA 



SEQUENT LISTING 

<110> KYCWA mKKO KCCr'O CO. , LTD. 

<120> AN AGENT FOR INHIBITING ACTIVATION OF NF-/C B 



<130> H09-1S31H1 
<140> 

<141> 



<JL60> 4 

<170> Patentlh Ver. 2.0 
<210> 1 
<211> 40 
<212> DMA 

<213> Artificial Sequence 
< 220 > 

<223> Description of Artificial Sequence :Synthetic ONA 
<400> 1 

qaqaaqqqaa attccqatta qctttcqgaa tttcccctct 40 

<210> 2 
<21J> 54 
<21 2> ONA 

<2I3> Artificial Sequence 
<220^ 

<223> Description of Artificial Sequence: Synthetic ONA 
<400> 2 

tcqacaaata aaqcaataqc atcacaaatt tcacaaataa aqcatttttt tcaa 54 

<210> 3 



<211> 54 
<212> ONA 

<213> Artificial Sequence 
< 220 > 

<22 3> Description of Artificial Sequence: Synthetic ONA 
<400> 3 

tqcattoaaa aaaatacttt atttqtqaaa tttqtqatqc tattqcttta tttq 54 

<210> 4 
<211> 39 



<212> DNA 

<213> Artificial Sequence 
< 220 > 

<22 3> Description of Artificial Sequence: Synthetic ONA 
<400> 4 

tqcattctaq ttqtqqtttq tccaaacacq aqcccqqqq 
<210> 5 
<211> 39 
<212> DNA 

<213> Artificial Sequence 




(51)Int.Cl. 
A6 1 P 
A6 I K 

<72)»W£ 

(72).®!>m 



(30) 
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< 220 > 

<223:- Description of Artificial Sequence:Svnthetic ONA 
<400> 5 

atacccccoa actcoaqttt oqacaaacca caactaqaa 
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39 



4.1 i-. 



iSCD&Z 



UlSflld# F I f-Tj-y 

43/00 A 6 1 K 3V00 6 4 3 D 

31/553 31/5S 6 04 



flj iltil 

*wf»BriHffiABBr3Ta6»6^ t/SfOK 

h* -en 

s?isi!Sis»er.ss.BrT±j?u83 



(72).«H# ft* rzte 

nprasismeiigaHiTi^ugs tarase? 

F 4C072 AA03 AA06 AA07 BC04 BBOS 

CC02 CC11 CE09 FF16 GG07 
CG08 GG09 UU01 

4C0S6 M01 M02 M03 CB22 MA01 



MA04 NA14 ZeOl ZBUL ZB26 
ZB33 ZC41 
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